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WESTERN CIVILIZATION this twentieth century has 
tory: the precipitate rise atherosclerotic coron- 
ary heart disease (C.H.D.) from obscurity the 
leading cause death. recent years, this one 
disease alone accounted for one-quarter all 
deaths the Department Veterans Affairs hos- 
pitals Accordingly, the Department, 
1952, initiated country-wide, long-term study 
the etiology, pathogenesis and clinical course 
this condition. 

The project Toronto, designed compre- 
hensive investigation patients with C.H.D., 
examined multiple aspects this problem, includ- 
ing the family history affected patients, their 
personal habits and environment, diet, body build, 
clinical findings, radiographic features, biochem- 
ical findings (serum lipids, lipoproteins, uric acid, 
clearing factor activity), thyroid function, blood 
coagulation characteristics, prognosis 
ogy. The subjects are being followed for 10- 
year period effort gauge the degree 
progression their clinical coronary disease and 
correlate with the results the initial and repeat 
examinations, especially the serum lipids and 
lipoproteins. The information obtained will pub- 
lished series detailed papers. Several interim 
abstracts have already 

This first paper this series concerned with 
general characterization the coronary patients. 
was considered that neither the increase in, nor 
the striking geographical disparity of, the preval- 
ence C.H.D. could explained such factors 
sex and familial predisposition. Therefore, cer- 
tain variable constitutional, personal and environ- 


*From the Atherosclerosis Project, Heart Clinic, Sunnybrook 
D.V.A. Hospital, Toronto, and the Medicine, 
Toronto. 

ded grant from the Ontario Heart Foundation. 


MARCH 11, 1961 VOL. 84, NO. 


mental factors considered relevant the 
presence absence C.H.D. were assessed. These 
included race, family history, marital status and 
number children, occupation, activity, athletic 
activity, past health, use tobacco and alcohol, 
body habitus (height, chest circumference and 
weight), apparent ageing and psychological type. 

Scrutiny the many contributions previous 
authors showed that, although these factors have 
been studied repeatedly, their actual significance 
C.H.D. remains ill-defined. Controls have been 
badly selected completely lacking; clinical im- 
pression has too often been accepted uncritically 
place quantitative evaluation; statistical tech- 
niques have often been poor frankly fallacious, 
as, for example, the improper use ratios (vide 
infra). 

contrast most previous studies, this project 
has been designed examine “essential” athero- 
sclerosis, that is, atherosclerosis unaccompanied 
any condition known believed causative 
aggravating factor, such hypertension, dia- 
betes, hypothyroidism, nephrosis gout. this 
way was hoped that more clear-cut picture 
the characteristics the coronary patient, his 
biochemical make-up and the course his disease 
could obtained. 

The term “primary” could used describe 
this type atherosclerosis, designating does 
condition not secondary any known cause 
organic disease. The designation “essential” athero- 
sclerosis was employed analogy “essential 
hypertension”. This, too, could called “nega- 
tive concept” (Fishberg), diagnosis exclusion 
and therefore some extent dependent not only 
upon the tools the disposal the examiner but 
his clinical acumen well. may that 
“essential atherosclerosis” results from one major 
determining cause may represent the conse- 
quences multitude interacting factors, 
one which is, itself, capable producing the 
disease. For example, C.H.D. persons middle 
age likely multifactorial etiology, whereas 
the young may have only one major cause, such 
familial hypercholesterolemia. 

essence, this paper, determining the char- 
acteristics coronary patients, will attempt 
answer Osler’s classical question, “What kind 
patient does the disease have?” 
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Selection Clinical Material 


preliminary survey disclosed many differences 
and even contradictions among the findings pre- 
vious investigators, most which could 
attributed disparities the composition their 
clinical material, both coronary and control. These 
disagreements appeared due not only 
differences the source the material, but 
the varying and often ill-defined criteria used for 
selection. The requirements for inclusion this 
study were strictly established. The coronary group 
had unequivocal evidence, anamnestic and electro- 
cardiographic, ischemic heart disease mani- 
fested myocardial Patients with valv- 
ular disease, syphilis, anemia polycythemia, 
obliterans polyarteritis nodosa, 
were excluded, that the cause for the ischemia 
was almost certainly atherosclerosis every case 
included. The coronary subjects were selected 
review about 5000 hospital files classified under 
“arteriosclerotic heart disease” and “myocardial in- 
farction”. Controls the same hospital population 
were taken random from files classified under 
such minor diseases “hemorrhoids” and “respir- 
atory infection”, thought not affect the variates 
studied. Thus, any dissimilarities that could 
demonstrated between the two groups should 
real, and related the absence presence 
clinical C.H.D. 

Both groups were chosen from patients free 
hypertension, arbitrarily defined the persistent 
elevation the blood pressure above 150/90 mm. 
Hg. The availability military and medical docu- 
ments afforded the unique opportunity recog- 
nize and exclude those coronary patients with 
normal blood pressure levels who had had hyper- 
tension preceding their infarction. The mean blood 
pressures were similar the two groups. All sub- 
jects were also free diabetes, nephrosis and 
hypothyroidism, diseases commonly associated with 
secondary hypercholesterolemia. The presence 
xanthomatosis patient his relatives was 
not cause for exclusion. Nor was any attempt made 
exclude essential (familial) hypercholesterol- 
emia primary (familial) hyperlipemia, for which 
satisfactory criteria are, yet, not established. 

The presence any major diseases, especially 
those with important metabolic consequences (hep- 
atobiliary disease, endocrinopathies, gout, cancer 
other wasting disease), was reason for exclusion 
from both groups. Any person either group re- 
ceiving special diets treatment with hormones 
anticoagulants was eliminated from the study. 
All the subjects had been discharged from hospital 
least three months previous entry the study 
and were ambulatory. 

Because this was military veteran population, 
and because the relative immunity the female 
coronary atherosclerosis, the number women 
who could included was that was 
decided restrict the study patients the male 
sex. Because the infrequency persons 
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ing these highly selective criteria the extremes 
life, the study was necessity confined sub- 
jects between and years, inclusive. 


allow for reasonably satisfactory statistical 
evaluation, some men each decade, for each 
the two groups, were assembled. The coronary 
group was selected first and control group was 
then matched thereto, that the mean age 
each decade was similar. 


The rate refusal participate was less than 
10% and was similar the two groups, that 
significant bias was introduced from this source. 


interest that only small fraction the 
clinical coronary population could meet the rigor- 
ous requirements this project. About 20% the 
subjects called upon serve controls the 
basis data recorded their documents had 
disqualified after their initial physical and labor- 
atory examinations. 


Procedure 


After overnight fast, each participant, coronary 
and control, was the authors. This 
investigation included basal metabolism tests; fast- 
ing blood specimen for determination lipids and 
lipoproteins; detailed family, medical and dietary 
history; complete physical examination; fluoro- 
lead electrocardiogram; posteroanterior 
lateral chest radiographs, and lateral radiographs 
the abdomen for the detection aortic calcifica- 
tion. urinalysis, hemogram, determination 
blood sugar and non-protein nitrogen levels and 
Wassermann reaction were also performed each 
subject. Where indicated, determinations serum 
protein-bound iodine, radioactive iodine uptake, 
glucose tolerance test, liver function tests and fast- 
ing electrocardiographs were performed. 


Composition the Group 


All the participants were males. The numbers 
and ages the patients the two groups are 
shown Table There are approximately 
patients each decade and the mean ages are 
similar. 


emphasized that this coronary group, 
arbitrary selection (Canadian, male, military vet- 
erans, survivors previous myocardial infarction, 
with aggravating disease and associated 


TABLE THE Groups: NUMBER AND AGE 


Control Coronary 
Mean Mean 
100 102 


number;s standard deviation. 
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far from representative the coronary 
population whole. Moreover, the choosing 
equal number patients each decade (to 
facilitate stratified comparisons) greatly alters the 
age factor from that seen unweighted series. 
For example, Cassidy’s series 1000 coronary 
patients, those the fourth and fifth decade com- 
prised only 3.2 and 14.6% respectively, the total 
clear then that the results the 
appraisal this coronary group cannot applied 
without reservation the general coronary popula- 
tion. 


BETWEEN THE CONTROL AND 
SUBJECTS 


“Racial” Factor 


Investigations racial predisposition C.H.D. 
have been complicated the lack satisfactory 
definition “race” and the inevitable presence 
major differences other than “race” the popu- 
lations compared. recent appraisal, Plotz® con- 
cluded that most instances the so-called “ethnic” 
(and geographic) differences heart disease are, 
actuality, reflection economic, cultural and 
dietary differences. This conclusion supported 
recent evidence showing that, after emigration 
Western countries from their native lands, Yemen- 
ite Jews, Italians and Japanese incur increased 
incidence 


this study, the places birth the subject 
and his parents were noted. The results this 
inquiry are summarized Table II. 


TABLE 


Control Coronary 


subject* 
subject’s parentst 


(Canadians vs. other) 0.160, <0.75 


The origin the two groups was very similar. 
might expected from the source the sub- 
jects, the majority came from the British Isles. 
There was only one Jew each group (in con- 
trast other which Jews consti- 
tuted large proportion the coronary group). 
There were Negroes. 

There was significant difference the places 
birth the parents the subjects the two 
groups. Nor was there any difference the num- 
ber generations for which their families had 
been established Canada. 


The nationality “racial extraction” both 
groups, then, similar and further testifies the 
comparability the two groups selected. There 
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little evidence obtained from this study 


relative the significance “race” patients 
with C.H.D. 


Familial Factor 


For some clinicians have 
acknowledged familial tendency C.H.D. 
considerable body evidence now supports this 
clinical However, among the 
relatives coronary patients under the age 
years only that the increased prevalence cor- 


Although many explanations have been advanced, 
the mechanisms the familial occurrence 
coronary disease have remained ill-defined. has 
been suggested that the familial factor may not 
genetic but may only reflection common 
environmental conditions, such similar habits 
occupation, diet psychological reaction. 
may that the familial tendency reflects only the 
co-existence diseases such hypertension and 
diabetes which commonly accompany C.H.D. and 
which are believed genetically influenced. 

the other hand, may truly gen- 
etic disorder. This suggested its association 
with body (also, vide infra), itself gener- 
ally accepted genetically determined. Several 
possible pathways through which the genes may 
express themselves have been postulated. Since 
Osler’s time, familial “faulty tubing”, that is, some 
physicochemical defect the coronary intima, has 
been assumed. Intimal thickenings the coronary 
arteries males birth have been demonstrated 
who suggested that this characteristic 
might Previously, had 
described three main forms anatomic coronary 
patterns and had suggested that the inherited 
occurrence the less favourable 
coronary artery predominating, might respons- 
ible for the familial distribution C.H.D. More 
recently, Laurie and have proposed that 
familial C.H.D. could more appropriately 
attributed the lack inherited (normal) 
coronary anastomotic supply. 
lated that there may hereditary receptivity 
factor reaction factor the tissues circulat- 
ing lipid. 

There substantial evidence that lipid metabol- 
ism important atherogenesis. Serum lipid 
levels and patterns are apparently inherited 
graded characteristic the general 
The association between elevated serum lipids and 
increased incidence most clearly 
illustrated patients with “familial (idiopathic) 
hypercholesterolemia”. this disorder, the abnor- 
mal lipid metabolism surely the factor determin- 
ing the inheritance coronary atherosclerosis. 
similar disordered metabolism, operating lesser 
degree, may explain the familial aggregation 
C.H.D. the general 


| 


522 SHANOFF AND OTHERS: MALE SuRVIVORS INFARCTION 


Still more recently, decrease clearing factor 
activity has been shown subjects with family 
history Finally, the response the 
blood-clotting system dietary fat has been found 
overactive some individuals with positive 
coronary family This may indicate the 
importance thrombosing tendency patients 
with familial coronary disease. 


Some these possibilities will explored this 
and subsequent reports. is, course, probable 
that environment and heredity will interplay and 
that the family occurrence coronary heart disease 
may due different mechanisms different 
families. 
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TABLE HEART DISEASE SIBLINGS 


4th 6th 7th Total 


The lower figure each case the number siblings about whom reliable 
information was obtained. 

Total 0.126 method exact probability). 


Table demonstrates significantly increased 
number cases C.H.D. the brothers the 
coronary patients all decades. This finding 


TABLE HEART DISEASE PARENTS 


Decade 4th 6th 7th Total 


The lower figure each case the number parents about whom reliable information was obtained. 


the present study, detailed family history 
was obtained direct questioning each subject. 
The medical condition the parents, grandparents, 
siblings, aunts and uncles was noted, with particu- 
lar reference the presence (and its 
age onset), diabetes and hypertension. fur- 
ther study the family was undertaken. in- 
stances which information concerning the family 
was doubtful validity, record was made 
thereof. 

Table III shows the prevalence C.H.D. the 
parents coronary and control subjects. Compari- 
son the number subjects who could contribute 
reliable information about their parents with the 
total number subjects (Table shows 
“wastage” was small, and was about the same 
the control and coronary groups. seen that 
coronary disease more prevalent the parents 
the coronary than the parents the non- 
coronary subjects the fourth and fifth decade. 
This difference, however, did not reach statistical 
significance. Also, only these decades that 
positive history obtained more often than not. 
More fathers were affected than mothers. 
tory coronary disease both parents was un- 
usual among coronary patients and occurred mainly 
the parents the younger subjects; was even 
more rare the controls, among whom tended 
occur the older subjects. 


may added that the average age onset 
the coronary disease the parents was similar 
the coronary and non-coronary subjects. 


keeping with observations previous 
The increased incidence among sisters did not 
reach statistical significance, Although the numbers 
individuals are few, and the wastage gross and 
unequal, the percentage C.H.D. the grand- 
parents (Table somewhat higher the 
coronary group than the control group. 


GRANDPARENTS 


The lower figure each case the number grandparents 
about whom reliable information was obtained. 
Total: 3.569, <0.1. 


Data the aunts and uncles the subjects 
were too unreliable warrant analysis. 


Age Onset Clinical C.H.D. 


Both experienced clinicians and vital statisticians 
agree that young people (under the age 
years) are now affected much more 
often than pursue this lead, the 
age onset clinical coronary heart disease 
affected fathers and grandfathers was ascertained. 

Table demonstrates that not one the cor- 
onary patients with positive family history in- 
curred his disease later decade than his father; 
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Coronary 


Coronary Patients 


Age onset Number 4th 6th 7th 8th 


the usual pattern was that occurrence the 
disease some two decades earlier the subject 
than his parent. was further found that the 
grandparents who had suffered had done 
later still, that is, their seventh, eighth ninth 
decades. 

thus evident that clinical C.H.D. being 
encountered this generation earlier age 
than former generations. Although there are sev- 
eral alternative explanations for this observation, 
such diagnostic increasing diagnostic 
acumen, these findings might interpreted 
displaying the phenomenon “anticipation”, that 
is, the development disease earlier age 
each successive generation, phenomenon which 
believed occur such conditions dia- 
There seems evidence, then, that 
not only occurring with ever-increasing 
frequency, but attacking patients progres- 
sively earlier age. This trend, real, ominous. 


Conclusions Regarding Familial Influences and 
Age Onset 


These findings confirm the many previous ob- 
servations that C.H.D. often familial, especially 
patients under years age, Nevertheless, 
positive family history, per se, does not appear 
the only factor, even the most important 
one. Even involvement both parents does not 
necessarily mean that the offspring will suffer this 
disease, nor does negative family history neces- 
sarily imply immunity any individual. 

Because obvious shortcomings data this 
kind, decision could made whether the 
familial tendency demonstrated genetic, and, 
so, its mode transmission. The earlier age 
onset the disease successive generations 
noteworthy. 


ASSOCIATED DISEASES 
Hypertension 


questioning, reliable data the presence ab- 
sence elevated blood pressure the families 
either group. 


Diabetes Mellitus 


Again, the data the prevalence diabetes 
the family were not very reliable. However, 
most subjects did know about relatives requiring 
insulin injections. The incidence such history 
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tended higher the coronary than the 
non-coronary group (14 relatives patients 
compared with relatives controls, 
0.05 0.1). This tendency keeping with 
the known association atherosclerosis and dia- 
and also with. the fact that coronary 
patients without overt diabetes often exhibit some 
carbohydrate 


Marital Status 


The marital status the two groups was com- 
pared and the results are presented Table VII. 


TABLE 
Group No. Widower Separated 
(last two columns combined) 0.701, <0.75. 


There was significant variation this pattern 
when analyzed decades. 


keeping with the number 
married men was the same both groups. The 
percentage men who were separated was simi- 
There were divorced men, Pomeroy and 
had previously suggested that there may 
more divorces coronary group and that 
this “may may not represent factor stress”. 

The marital status the two groups, then, 
quite similar and appears this study 
significance C.H.D. 


Number Children 


The number children each married subject 
was tabulated and analyzed. 


TABLE CHILDREN 


Group None Over4 


The results (Table VIII) show that, 
previous there were real differences be- 
tween the two groups. 


Occupation 


For many years, clinicians have entertained the 
impression that there apparently higher inci- 
dence C.H.D. among professional and mana- 
gerial Although there have been some 
reports the the bulk epidemio- 
logical evidence both the United and 
seems confirm this impression. 
The association with such occupations 
had been ascribed the “high-pressure intellectual 
activity the More recently, has 
been attributed the limited physical demands 
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the occupation, the incidence being highest men 
with sedentary occupations.** 


The habitual occupations the subjects this 
study were ascertained and arbitrarily classified 
{Table IX). All occupational groups are satisfac- 
torily represented. seen that there real 
occupational difference between the two groups. 
may added that the incidence myocardial 
infarction the Canadian armed forces not 
related 


most previous studies, the subjects were 
drawn from large urban centre. believed, 
however, that bias between the two groups was 
thereby introduced the selection participants. 


TABLE 


Profes- Manager- 
Group sional ial 


Skilled Unskilled Habitually 
Clerical labour labour unemployed 


(excluding last column) 2.708, <0.75 


The similarity the composition the two groups, 
then, taken evidence that occupational 
factor physical) not important the 
etiology C.H.D. 


Physical Activity 


The traditional view, based little scientific 
evidence, has been that physical activity, in- 
creasing “wear and was least aggravating 
factor the genesis coronary atherosclerosis. 
the other hand, recent have revealed 
that C.H.D. more prevalent among the sedentary 


than among those engaged more active occupa- 
tions. 


TABLE Activity: PRESENT 


Table summarizes simple arbitrary manner 
the physical activity the subjects the time 
recreational well occupational activity. 
larger proportion the coronary population 
the “minimum activity” group and this statistic- 
ally highly significant 0.001). emphasized 
one editorial the usual practice 
noting the last occupation the subject, rather than 
the occupation which has spent most his 
working life, may lead fallacious conclusions. 
This especially true study such this, since 
the management patients who have myocardial 
infarctions includes restriction their physical 
activity. Accordingly, the “life-long activity” the 
subject was assessed inquiring into his physical 
activity his childhood, youth and adult life. 
recognized, however, that not all subjects doing 
the same job are equally active. 
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TABLE Activity: 


Group Most 


5.050, <0.05* (last two columns 


Minimal Moderate 


Table demonstrates that significantly larger 
proportion the coronary group was classified 
being physically more active 0.05). The 
results decade were keeping with this general 
pattern. 

this study, then, C.H.D. was associated with 
physical activity. This cannot 
attributed the nature the subjects’ occupations, 
which have been shown similar the two 
groups. This finding accord with reports 
some but variance with the lower 
death rate from coronary disease reported among 
manual and among those athletes who 
continue physically such studies, 
differences physical activity were considered 
important factor the pathogenesis 
atherosclerosis, with little regard to. other possibly 
important differences. The suggestion that physical 
exercise may powerful prophylactic against 
coronary remains proved. 


Athletic Activity 


Earlier investigations have shown that histories 
previous athletic activity were very frequent 
among coronary this study, athletic 
activity school and college and throughout adult 
life was ascertained direct questioning. About 
one-fifth the subjects each group had 
excluded from this analysis because they did not 
have the opportunity participate formal ath- 
letic activity. 


TABLE Activity: 


Group Slight Much 


The results are arbitrarily classified and tabulated 
Table XII. seen that significantly larger 
proportion the coronary subjects were athletically 
more active than the non-coronary controls 
0.025). The same pattern presented the 
group whole was found obtain when the 
data were analyzed decades. 

These results confirm the previously recognized 
association between C.H.D. and athletic activity. 
this regard, however, must emphasized 
that such statistical associations not constitute 


proof that physical and athletic activity cause 
C.H.D. 


‘ 


Canad. 
Mar. 11, 1961, vol. 


Past Health 


For many years clinicians have had the impres- 
sion that the individual particularly susceptible 
C.H.D. one who has been “especially healthy all 
his However, has accumulated 
data which led him believe that “episodes 
disease during childhood underline the tendency 
succumb internal disease (including cardio- 
vascular disease) later life”. 


evaluate this factor, detailed history all 
previous disease was obtained review the 
files and direct interrogation all the subjects. 
evident that while the coronary subjects were 
admitted the study because C.H.D., the con- 
trol subjects were made available because some 
other disease. This creates bias which would make 
the history non-coronary disease appear higher 
the control group. correct this bias, the illness 
that prompted the initial hospitalization the 
control subjects was excluded. After tabulating the 
number and nature all the diseases, the results 
were arbitrarily graded from “none” (common cold 
and the like) “much”, the latter denoting 
history much severe disease. 


TABLE XIII.—Non-Coronary EXPERIENCED 


Group Slight Moderate Much 


Table XIII shows the results such grading for 
the two total groups. The difference between the 
two groups not significant 0.25). The re- 
sults are similiar within the various decades. 

concluded that there significant differ- 
ence the frequency non-coronary disease ex- 
perienced the control and coronary groups. 
may well that the clinician, like the layman, 
unduly impressed the dramatic appearance 
unheralded fatal disease subjects who, the 
recent past, have been healthy. 


Tobacco 


quarter century ago, after re- 
viewing the literature and analyzing his own sta- 
tistics, concluded that the use tobacco played 
important role the genesis C.H.D. (angina 
pectoris). more recent 
studies American men, positive relationship 
between cigarette smoking habits and the death 
rate from C.H.D. was smaller but 
more homogeneous population (British physicians 
similar association was however, this 
association was later shown applicable only 
the Framingham there was regular pro- 
gression the coronary attack rate among 
with increasing consumption cigarettes, although 
very heavy smokers did show the highest incidence. 


~ 


SHANOFF AND OTHERS: MALE INFARCTION 525 


C.H.D. among the Sikhs, who are forbidden 
their religion 

The smoking habits the subjects this study 
were ascertained direct questioning. few who 
smoked only cigars. pipes were included among 
the non-smokers. The smokers were divided into 
three categories: light (less than cigarettes 


moderate (10 20) and heavy (more than 
cigarettes day). 


TABLE 


Total 
Decade 4th 5th 6th 7th No. 
2/25 0/25 4/27 0/23 6/100 6.0 
Coronary......... 1/25 1/26 2/28 1/23 5/102 4.9 


Table XIV shows that the number non-smokers 
constituted very small percentage (about 5%) 
each group. This low incidence non-smokers 
may perhaps due the fact that this 
selected male veteran population who have ac- 
quired the smoking habit the armed forces and 
maintained civilian life. Certainly, there 
demonstrable difference between these two 
groups. 


TABLE 


Total 
Decade 4th 6th No. 
5/25 7/25 6/27 3/23 21/100 21.0 
Coronary......... 12/25 4/26 5/28 23/102 22.5 


Table concerns the heavy smokers each 
group. The total numbers the two groups are 
very similar. only the fourth decade that 
there large proportion heavy smokers the 
coronary group (not statistically significant). This 
latter finding accord with the experience 

the 100 controls, were “light” and 
“moderate” smokers; the 102 patients, were 
classed “light” and “moderate”. The com- 
position the two groups obviously similar. 

cigarette consumption between the coronary and 
non-coronary groups, except possibly the fourth 
decade where larger number the coronary 
group were heavy smokers. 


Alcohol 


the past, perhaps because 
rather than scientific evidence, alcohol was charged 
with being responsible for was 
soon found that people who never drank were not 
immune from atherosclerosis, and that the use of, 
abstinence from alcohol played important role 
the genesis angina Indeed, was 
claimed that alcoholics suffered less atheroscle- 
and some came regard alcohol almost 
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25. have revealed differences the 
coronary groups. 


this study, the amount alcohol consumed 
each subject was determined interrogation. The 
usual consumption was arbitrarily graded 
“heavy” exceeded the equivalent three 
ounces alcohol every day, less than 
this amount was taken daily, and “light” alcohol 
was taken only occasionally. 


TABLE XVI.—Non-DRINKERS ALCOHOL 


MALE SuRVIVORS INFARCTION 
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all subjects: (1) height (without shoes, the 
nearest half inch); (2) chest circumference (mid- 
sternal level, midway between inspiration and ex- 
piration, the nearest half inch); and (3) weight 
(in underclothes, the nearest half pound). 


Height 


has previously been found that middle age 
the death rate for C.H.D. greater among shorter 
and that young coronary patients are shorter 
than their non-coronary 

Table XVIII shows that this study the coronary 
subjects,as group were significantly shorter than 


Total 
non-coronary controls. The difference present 
2/25 3/25 9/27 2/23 16.0 
2/26 7/28 5/23 15/102 14.7 decade. 


Table XVI shows that the proportion non- 
drinkers was the same both groups all dec- 
ades. The proportions heavy (Table XVII), 
moderate and light drinkers were also similar. 


The clinician, course, much more concerned 
about the individual patient than about mean 
values for groups subjects. therefore 
interest see how well the two groups can 
separated the height measurement. was found 
that the control group were below the mean 
height for the combined group patients, and that 
the coronary group were above this mean. 


short, 40.6% the patients were misclassified 
the criterion height. Even the fourth dec- 
ade, the misclassification was 28.0%. Obviously, 


significant difference alcohol consumption 
between the coronary and control groups exists. 
concluded that alcohol plays real part 
coronary atherogenesis. 


Body Build and Weight 


Some years ago, noted 
that young coronary patients were often 
“robust, athenic” body build. More recently, Gert- 
ler and rating physique the Sheldon 
method concluded that the meso- 
morph (the muscular type with greater depth and 
breadth dimensions was most prone C.H.D. The 
necropsy studies Spain, Bradess and Huss** con- 
firmed the greater amount coronary atheroscle- 
rosis the mesomorphic male. 

this study, attempt was made determine 
which the body measurements taken “routine” 
clinical practice was most closely associated with 
C.H.D. The following measurements were recorded 


the criterion height alone diagnostic 
value. 


Chest Circumference 


has been reported that the depth the chest 
young!! and coronary patients 
greater than that non-coronary controls. 

Table XIX demonstrates that the mean chest 
circumference patients this study signifi- 
cantly larger the coronary group. The differences 
are greatest the fourth and seventh decades. 

Again, the attempt discriminate between the 
control and coronary groups, consideration 
the chest circumference alone, involved large 
misclassification and was obviously 
distinguishing value. 


Weight 


succession medico-actuarial studies in- 
surance organizations have shown increased 
mortality from coronary disease overweight 
people compared those who are 


TABLE (Inches) 


Control Coronary 
Difference 


error. *Significant. **Highly significant. 


Canad. 
Mar. 11, 1961, vol. 


SHANOFF AND OTHERS: 


~ 


TABLE (Inches) 


Control Coronary 


error. *Significant. 
Analyses autopsy material have both support- 
overweight and atherosclerosis. study from the 
Mayo showed significantly fewer athero- 
sclerotic lesions underweight individuals but 
more atherosclerotic disease those who were 
overweight than the group with average weight. 

Garn pointed out that the conclusions 
earlier authors that overweight was common 
younger coronary victims, were drawn from studies 
which the weights the patients were compared 
insurance army standards. Employing con- 
trol group, they themselves found that both their 
coronary and non-coronary subjects were “over- 
weight” comparison with army standards, but 
the same degree. 


**Highly significant. 


circumference and weight were all found 
normally distributed* both the control and coro- 
nary groups and when the two groups were com- 
bined. However, none the six possible regression 
lines passed through the origin included within 
its 1000 confidence limit. 

analysis covariance chest circumference 
height was set for the four decades the 
coronary patients. differences were detectable 
between the decades with respect variances, the 
regression slopes the intercepts. Since age could 
ignored, the data could legitimately pooled. 
similar examination the control data gave 
like result. 

further analysis covariance was then set 
compare the coronary and the control groups. 


TABLE (Pounds) 


Control 

Decade Mean 


Table shows significant difference con- 
sistent trend the mean weight between the 
coronary and non-coronary groups this study. 
might expected, body weight had dis- 
criminating value. should pointed out that 
this study, body weight alone and not body 
fatness (obesity) was measured, and that weight 
need not necessarily accurate index 


obesity. 


The conclusion that body weight (in the absence 
keeping with the latest reports the Fram- 


Relationship Chest Circumference, Height and 
Weight 


attempt was made derive, simple 
measure body type, series indices com- 
pounded from height, weight and chest circumfer- 
ence. Some indices, for example the chest circumfer- 
ence/height ratio Robinson and the 
Gertler and White," have been 
employed with the implicit assumption each 
instance that the two variables are proportional and 
therefore that the regression line passes through 
the origin. the present study, height, chest 


Coronary 
Difference 
S.E. S.E. Cor.-Con. 
5.5 167.0 3.9 <1.0 
4.8 160.2 4.0 +2.2 <1.0 


The variances for both height and chest circumfer- 
ence were similar the two groups 1.210, 
regression coefficients were similar 0.056). 
Finally, test difference the intercepts was 
0.00015). thus appears that the significance 
the difference between the two groups very little 
enhanced the compounding the two measure- 
ments (height, 0.0003, chest circumference 
0.01). 

Similar analyses covariance were set the 
other five possible regression lines, with similar 
results. Attempts discriminate between coron- 
ary patients and non-coronary patients any 
the six regression lines showed percentage 
meaningless. 

Discriminant analysis the most efficient method 
using the data all three body measurements 


*It can shown theoretical proofs that long the 
symmetrically distributed variable small, any simple trans- 
formation the values—such cubing extracting the 
cube root—will give distribution that very nearly sym- 
metrical. these data, the coefficients variation are small 
and the distribution the height, the weight and 
weight, all give excellent straight probit lines. There 
nothing gained, therefore, such time-consuming 
transformations either these measurements. 
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distinguish the coronary patients. The discrimin- 
ant function (Z) was found be: 


where the chest circumference inches, 
the height inches, and the weight pounds 
for any patient. 

The mean value for the coronary patients 
was 142.841, the controls 126.287, and the overall 
mean 134.646. The percentage misclassification even 
this most efficient method was 
more, unfortunately, clinical value. 


MALE INFARCTION 


Canad. 


two methods. First, the differences were classified 
zero (when the estimation was positive, 
and negative. The results this assessment are 
summarized Table XXI, which shows con- 
sistent trend the different age groups and 
significant differences the totals. The second 
evaluation was comparison mean values. Table 
XXII shows consistent trend significant differ- 
ences. may added that the age was consistently 
underestimated both the coronary and control 
subjects and this reached statistical significance 


TABLE AGE 


Decade 4th 5th 


Figures refer number subjects: overestimated, correctly estimated and underestimated. 


(total) 2.215, <0.5. 


concluded that, within the range these 
data, the coronary patients are, the average, 
shorter and broader than the non-coronary sub- 
jects, but similar weight. The measurement 
height and chest circumference, but not 
weight, are perhaps some significance the 
study the etiology coronary atherosclerosis but 
are not sufficiently discriminating diag- 
nostic importance clinically. 


Age and Apparent Age 
Gertler and did before them, 
found “striking observe [in their group 


young coronary that fhe features almost 
every individual appeared least decade 


may concluded that there was apparent 
undue physical ageing the coronary group 
compared the control. 


Psychological Factors 


The part played psychological factors (stress, 
strain and psychic tension) the development 
progression atherosclerotic heart disease has 
long been debated. For example, con- 
sidered the evidence for the importance such 
factors quite unconvincing, whereas Russek and 
their analysis possible atherogenic 
factors young survivors myocardial infarction, 
concluded that the “emotional strain occupational 
origin” was the single most significant factor. 


TABLE UNDERESTIMATES AGE (Years) 


Decade 5th 
Mean Mean 
Mean difference........ —0.45 0.31 


Negative values the second line denote overestimate. 


older than the chronological age”. Unfortunately, 
they gave more detailed data explanation 
this observation, nor did they mention any similar 
study their controls. Plotz® has formed the im- 
pression that young coronary patients have grey 
hair are bald more often than expected. 

estimate the apparent age each subject 
this study was made from simple consideration 
the physical appearance and features. The 
chronological age was then subtracted from the 
apparent age and these values wére assessed 


6th 7th Total 
Mean Mean Mean 
2.27 0.10 0.87 
1.00 2.24 1.03 
—1.27 2.14 0.16 
0.292 
>0.5 


Although external stresses and strains can readily 
identified, the more important reaction the 
individual them difficult assess and im- 
possible quantitate. Moreover, retrospective 
study cannot employ the double-blind technique 
exclude bias, nor can clearly distinguish the 
anxiety which secondary coronary disease 
from that which may important its genesis. 

this study, attempt the authors quali- 
tative description the temperament the sub- 
jects led doubt about the classification many 


6th 7th Total 
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individuals that had abandoned. Habits 
such the use alcohol and cigarettes, said 
indirect clues emotional tension, did not 
differ (s.v.) the two groups. 

Again, the role psychological factors the 
genesis atherosclerosis must remain dispute. 
Perhaps only anterograde study can resolve 
this dispute with confidence. 


Relationship Between Family History and Body 
Build 


family history and body build have both been 
possible that the family tendency mediated 
through body build, which has itself been shown 

explore this possibility, each decade the 
coronary subjects was divided into body type ac- 
cording their discriminant indices (q.v.). 
difference was found the incideuce coronary 
disease the fathers mothers between the higher 
and lower groups. seems, therefore, that the 
family history coronary disease the patients 
studied operates independently body build. 


Relationship Between Athletic Activity and Body 
Build 


athletic activity and body build have both been 
suggested Gertler and that “C.H.D. 
and athletic participation may well related only 
through common factor mesomorphy (muscular 
body build)”. 

Each decade the coronary patients this 
study has been divided into three groups according 
athletic activity. The mean discriminant index 
the body build the “very” athletic group was 
not significantly different from the group whose 
athletic activity was estimated “slight”. Indeed, 
the trend was the direction opposite that 
expected. 

seems then that athletic activity operates inde- 
pendently body build its association with 
C.H.D. 


SUMMARY AND CONCLUSIONS 


group 102 male survivors myocardial infarc- 
tion, evenly distributed from the fourth the seventh 
decades, was studied together with control group 
100 healthy men selected from the same general popu- 
lation and matched age. The coronary patients 
all had atherosclerosis the “essential” type, that is, 
not accompanied any disease associated with high 
blood pressure secondary hypercholesterolemia. Both 
groups were also free any major additional disease 
and were not receiving any dietary, hormonal anti- 
coagulant treatment. 

Analysis the objective observations made 
two groups, differing the presence absence 
clinical coronary atherosclerosis, revealed that: 


~ 
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Their racial distribution was similar. 

Coronary heart disease was more prevalent the 
parents and the siblings, especially the brothers, 
the coronary patients. This was impressive the fourth 
and fifth decades only. Clinical coronary disease oc- 
curred progressively earlier ages succeeding 
generations. family history diabetes was also more 
common the coronary group. 

Marital status and the number children were 
similar the two groups. 

The occupations the two groups were similar. 

Physical activity the two groups was similar, 
but the coronary group had participated greater 
degree organized athletics. 

Past health the coronary group was better (or 
worse) than that the non-coronary group. 

Alcohol and tobacco consumption was similar the 
two groups. 

With regard body measurements, the coronary 
group were, the average, significantly shorter all 
decades, especially the fourth decade. The average 
chest circumference was larger the coronary patients, 
again especially the fourth decade. There were 
significant differences trends body weight between 
the two groups. For the three measurements (height, 
chest circumference and weight) taken separately, the 
overlap the distributions was too large for these 
diagnostic value the individual subject. The 
discriminant function, compounding these measure- 
ments for maximal efficiency, also gave excessive 
misclassification (35%). 

Employing the simple criterion apparent age, 
there was not the slightest evidence premature ageing 
the coronary patient. 

proved impossible, simple interview, assess 
with any precision the psychological characteristics 
these subjects. 

The significant differences, then, were in: family 
history, athletic activity, and body height and chest 
circumference. Statistical analyses suggested that these 
three factors operate independently. 

should emphasized that the differences that 
existed were between the means groups and that 
clear characterization the individual could made. 


The project was initiated the late Dr. Harold 
Rykert, whose kind and able direction was greatly appre- 
ciated. The continued support Professor Ian Macdonald 
gratefully acknowledged. The secretarial assistance 
Miss Ruth Yano has been invaluable. 


REFERENCES 


AND WELLWOOD, L.: Treat. Serv. Bull., 
ot. 
LITTLE, al.: Circulation, 10: 585, 1954 (abstract). 
Idem: Ibid., 14: 500, 1956 (abstract). 
LITTLE, AND SHANOFF, M.: Ibid., 16: 482, 1957 
(abstract). 
F., LITTLE, AND SHANOFF, M.: Ibid., 
18: 495, 1958 (abstract). 
LITTLE, al.: Ibid., 20: 987, 1959 (abstract). 
LITTLE, AND SHANOFF, M.: Ibid., 22: 
800, 1960 (abstract). 
M.: Lancet, 587, 1946. 
B.: Coronary heart disease; angina pectoris; 
infarction, Paul Hoeber Inc., New York, 


o 


Katz, N., STAMLER, AND Pick, R.: Nutrition and 
atherosclerosis, Lea Philadelphia, 1958, 


26. 
GERTLER, AND WHITE, D.: Coronary heart disease 


young adults, Harvard University Press, Cambridge, 
Mass., 1954. 


POMERANTZ, Z.: Canad. J., 82: 842,. 1960. 
AND BARTON, C.: Am. Heart J., 45, 
A.: Concepts Cardiovas. Dis., 28: 


959. 
W.: A., 131: 875, 1946. 


16. SCHLESINGER, J.: Arch. Path., 30: 403, 1940. 

17. LAURIE, AND Woops, D.: Lancet, 812, 1958. 

18. Anatomical and aspects heredi- 
reference atherosclerosis. In: Symposium 
atherosclerosis, Publication 338, National Academy 


Research Council, Washington, 
954, 
19. P., AND ADLERSBERG, D.: Am. 


Heart J., 35: 611, 1948. 
20. MUSTARD, Canad. J., 79: 736, 1958. 
21. Leading Article: Lancet, 1123, 1955. 
A., 120: 602, 


Atherosclerosis. Jn: Pathology the heart, 


1942. 
23. E.: 
edited Gould, Charles Thomas, Springfield, 


2nd ed., 1960, 578. 
24. AND M.: Kansas Soc., 58: 92, 
1957 


al.: Am. Heart J., 36: 334, 


1958. 
27. M., AND JAFFE, L.: Am. Heart 
28. M., STEVENSON, AND WHITNEY, 
A.M.A. Arch. Indust. Health, 19: 1959. 

29. F.: Pub. Health Rep., 54: 972, 1939. 

30. LOGAN, D.: Lancet, 758, 1952. 

31. GREAT BRITAIN, GENERAL REGISTER OFFICE: Decennial 
Supplement, and Wales, 1951. Part Occupa- 
tional Mortality, H.M. Stationery London, 1954. 

32. PEEL, F.: Brit. Heart J., 17: 319, 55. 

33. Leading Article Lancet, 625, 1958. 

34. WATSON, AND MYLREA, K.: Med. Serv. J., Canada, 


14: 772, 1958. 
35. Morris, al.: Lancet, 1053 and 1111, 1953. 
Ann. Int. Med., 41: 910, 


of. 

37. Leading Article: Lancet, 573, 1958. 

38. FoRSSMAN, AND LINDEGARD, B.: Res., 
Lond., 89, 1958 

39. LEVINE, AND L.: Medicine, 245, 1929. 

40. A.: Clinical heart disease, Saunders 
Company, Philadelphia, 3rd ed., 1945, 78. 

41. B.: Kaiser Foundation Bull., 329, 1956. 


Canad. 
Mar. 11, vol. 


42. AND SHARBER, T.: A., 102: 655, 
43. AND Horn, D.: 166: 1159 and 1294, 


44. AND HILL, Brit. J., 1451, 1954. 

45. Idem: Ibid., 1071, 1956 

Pub. 47: 1957. 

47. AND PATHANIA, S.: Brit. J., 

195 

48. WEIss, AND R.: Nutrition relation 
arteriosclerosis. In: Arteriosclerosis, edited 
The Macmillan Company, New York, 1933, 


135: 1136, 194 


55: 279, 1910. 

50. WILENs, L.: 

51. Leary, T.: England Med., 205: 231, 1931. 

SHELDON, STEVENS, AND TUCKER, B.: The 
varieties physique, Harper Brothers, New 
York, 1940. 

53. M., BRADESS, AND Huss, G.: Ann. Int. 
Med., 38: 254, 1953. 

54. STEWART, AND ENTERLINE, E.: Chron. Dis., 


86, 1957. 

Lancet, 540, 1958. 

56. GUBNER, S.: Nutrit. Rev., 15: 353, 1957. 

57. L.: Arch. Int. Med., 79: 129, 1947. 

58. McCAIN, KLINE, AND GILSON, S.: 

Heart J., 39: 263, 1950. 

od 


Arch. Path., 42: 459, 


60. ACKERMAN, F., Dry, AND E.: Circula- 
tion, 1345, 1950. 

61. GARN, al.: Ann. Int. Med., 34: 1416, 1951. 

62. GERTLER, al.: A., 170: 149, 1959. 

63. AND M.: Arch. Int. Med., 66: 
393, 1940. 

64. B.: Circulation, 17: 1958, 

66. DAVENPORT, B.: Body build and its inheritance. De- 
partment Genetics, Carnegie Institution Washing- 
ton, Pub. No. 35, 


Moritz, AND ZAMCHECK, N.: 
1946 


ADULT SURGICAL DISORDERS 
ENCOUNTERED CHILDREN 


Hamilton, Ont. 


THE this paper point out the 
though admittedly uncommon, 
lesions occurring .children that 
encountered only abdominal surgery adult 
patients. This will demonstrated the case 
reports three patients seen the 
practice one-year period. 


16-year-old girl, was admitted 
hospital January 13, 1960, complaining abdomi- 

nal pain three days’ duration.The pain was colicky 
nature and gradually increased severity. was 
located mainly the hypogastrium. She had nausea 
vomiting and her appetite remained good. Her 
bowels moved normally the day admission 
and there was history bleeding per rectum. 


admission the girl was moderately ill, with 
temperature 100° and pulse rate 100 per 
minute. The abdomen was not distended. There was 
acute tenderness the lower abdomen, greatest 
the suprapubic area. The lower abdomen was quite 
rigid and rebound tenderness was present. masses 
could palpated and bowel sounds could 
heard. There were hernias. 


Rectal examination revealed firm tender mass an- 
teriorly the pelvis, above the uterus: 


admission diagnosis pelvic peritonitis secondary 
acute appendicitis twisted ovarian cyst was 
made, and laparotomy performed shortly after admis- 
sion. 

operation firm mass was found occupying the 
pouch Douglas, and lightly adherent the back 
the uterus. This mass was about the size golf ball 
little larger and was located the sigmoid colon. 
The mass was firm consistence and appeared 
inflammatory nature with area necrosis 
the serosal surface measuring cm. diameter. 

the assumption that this was inflammatory 
mass, possibly secondary foreign body perforation, 
the sigmoid was mobilized and the involved segment 
exteriorized. The lesion was excised, leaving double- 
barrelled colostomy. Much our surprise the patho- 
logist reported this lesion moderately well 
differentiated adenocarcinoma the colon. 

Because this was not considered adequate 
cancer operation, the patient was returned the 
operating room February 1960, and the colostomy, 
along with the remaining sigmoid and descending colon 
and their mesentery, was resected, dividing the inferior 
mesenteric artery close the aorta. end-to-end 
anastomosis was then made between the splenic 
flexure and the upper rectum. The liver was found 
free metastases this operation. 

The patient made uneventful recovery and was 
discharged from hospital February 17, 1960. The 
pathologist could find evidence residual tumour 
the colon its mesentery. Subsequent sigmoido- 
scopic examination and barium enema revealed 
evidence polyps other lesions large bowel. 


The patient remained well eight months later. 


9 
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Although benign adenomas and polyps the 
colon and rectum are common children, car- 
cinoma most uncommon under the age 20. 
recent review the literature reveals 
carcinoma the rectum and over cases 
carcinoma the colon reported patients under 
the age said that the prognosis 
these patients extremely poor because these 
tumours are high grade malignancy, and 
local extension, lymph node involvement, distant 
metastases are common findings operation, 
date five-year survivals have been reported 
under the age and only two cases have been 
reported between the ages and 20, The 
longest survival record 18-year-old boy 
who survived eight years and whom one mesen- 
teric lymph gland contained metastatic disease. 
The youngest patient whom carcinoma the 
colon has been reported 9-month-old female 
infant with carcinoma the descending colon. 

adults, the commonest site for the lesion 
the rectum, the sigmoid being the next com- 
monest. The pathology similar that the 
adult lesion, with the one exception that mucoid 
carcinoma accounts for 50% the younger group 
and only the adult. 

The clinical picture the young patient, how- 
ever, somewhat different from that the adult. 
The commonest symptom abdominal pain, which 
frequently vague and generalized; and rectal 
bleeding considered uncommon. Many 
these young patients are operated upon for appen- 
dicitis, either acute chronic, and frequently the 
tumour missed and normal appendix re- 
only after continued trouble that the 
diagnosis finally made, usually stage when 
the disease incurable. has been emphasized 
that when the appendix normal the bowel should 
carefully examined for these uncommon tum- 
ours. Unfortunately this usually impossible 
through McBurney’s incision. 

One might expect that large number these 
patients with carcinoma the colon under the 
age would persons with familial multiple 
polyposis ulcerative colitis, these diseases are 
associated with malignant complications early 
age. However, Chappell,? review cases 
carcinoma the colon patients under the age 
20, found only seven patients with ulcerative 
colitis and none patients with polyposis. 
also pointed out that malignant degeneration 
solitary polyp extremely rare. 

The treatment carcinoma the colon young 
patients differs way from the treatment the 
adult cases. 


2.—B.G., 15-year-old boy, was admitted 
hospital January 1960, with severe epigastric pain 
three four duration. This pain was steady 
nature, did not radiate, and was not relieved 
meperidine (Demerol), mg. was partially relieved 
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when the patient sat and leaned forward. had 
vomited two three times since the onset pain. 
Bowel movements had been quite regular and there 
was history jaundice. 

Over the previous two years had experienced 
several milder attacks upper abdominal pain and 
vomiting, not particularly ‘related meals any 
specific food. 

admission the patient was acutely ill, ex- 
tremely obese boy weighing about 212 Ib. His skin was 
pale but there was evidence jaundice. Pulse rate 
was per minute and blood pressure 150/90 mm. Hg. 
The heart and chest were normal. His abdomen was 
quite obese but not distended. Acute tenderness was 
noted the epigastrium, with rebound tenderness across 
the upper abdomen. There was rigidity the ab- 
dominal wall and masses could palpated. Bowel 
sounds were absent. Rectal examination was normal. 

White blood cell count was 22,300 per c.mm. and 
serum amylase value was 755 units, plain radiograph 
the abdomen revealed free air under the dia- 
phragm, and other abnormalities were noted. 

provisional diagnosis acute pancreatitis was 
made and conservative therapy, including gastric suc- 
tion and administration intravenous fluids, sedation 
and methantheline bromide (Banthine) mg. every 
six hours, was started. After two three days this 
therapy the signs and symptoms subsided and the 
amylase value returned normal. 

Oral cholecystography, January 20, failed 
demonstrate gallbladder shadow. The procedure was 
repeated the next day with the same Janu- 
ary 22, intravenous was performed. 
The common duct was visyalized and appeared normal 
calibre, and stones were demonstrated the 
duct. Several small calculi were demonstrated the 
fundus the gallbladder. Blood studies detect the 
presence congenital hemolytic anemia were negative. 

February 1960, operation was performed 
through right upper paramedian incision. There was 
moderately extensive fat necrosis scattered over the 
omentum, parietal and visceral peritoneum. The pan- 
creas was enlarged two three times its normal size. 
The gallbladder was subacutely inflamed and contained 
about small cholesterol stones. Cholecystectomy was 
performed and the common duct explored. stones 
were found the duct and No. dilator passed 
readily through the ampulla. T-tube was left the 
duct. 

This patient made postoperative 
recovery and his T-tube was removed the 8th post- 
operative day. has had further attacks eight 
months after operation. 


Acute pancreatitis. usually considered 
disease middle age and frequently asso- 
ciated with obesity, cholelithiasis and alcoholism. 
ing the medical literature, Blumenstock, Mithoefer 
and report only cases acute pan- 
creatitis children. The youngest patient they 
found was 8-month-old infant, who incidentally 
recovered after operation. 

the majority cases the etiology unknown. 
children, unlike adults, associated biliary tract 


disease extremely rare. small number cases 
followed trauma the abdomen and three 
four cases roundworms were found obstructing the 
bile pancreatic ducts. Gibson and Haller* report 
case acute pancreatitis associated with con- 
genital bile duct cyst. 

The clinical picture similar that adults, 
and the treatment conservative initially, when 
correct clinical diagnosis made. the case 
reported, subsequent biliary tract surgery resulted 
the relief further attacks. 


3.—S.B., 13-year-old girl, was admitted hos- 
pital September 26, 1960, the chief complaint being 
upper abdominal pain and vomiting. For the previous 
eight months she had experienced recurring bouts 
rather colicky upper abdominal pain several hours’ 
duration. These occurred often two three times 
week. The attacks were frequently the evening and 
occasion had even awakened her from sleep. 
There was history specific food intolerance, 
jaundice clay-coloured stools. She had urinary 
symptoms, and her menses had not yet begun. 

admission the patient was obese, healthy 
appearing young girl with normal pulse and temper- 
ature. Her skin and sclerae were clear, with evidence 
jaundice. Heart and chest findings were normal. 

Her abdomen was obese but not distended. There 
was marked tenderness and some guarding the 
right upper quadrant. masses could felt and 
there was rebound tenderness. Rectal examination 
was normal. Urine was normal. white blood cell 
count was 11,250 per c.mm. 

The next day intravenous pyelography 
formed. Both kidneys functioned normally but there 
was gross blunting and dilatation the middle calyces 
the right kidney. Because these findings, cysto- 
scopy and retrograde pyelography were performed 
September 30. The bladder was found normal, 
and again the dilatation the.middle calyces the 
right kidney was noted. However, the consultant uro- 
logist did not feel that there was significant uretero- 
pelvic obstruction that her symptoms were renal 
origin. 

Oral cholecystograms were taken October and 
again October Both examinations failed demon- 
strate gallbladder shadow. 

provisional diagnosis cholelithiasis was made, 
and October operation was performed through 
right upper paramedian incision. The gallbladder was 
found small but quite thick-walled, and small 
stone 0.7 cm. diameter was palpable its neck. The 
common duct and pancreas were normal. cholecystec- 
tomy and appendectomy were performed. The patient 
made uneventful recovery. 


Although gallbladder disease found most com- 
monly older patients, not uncommon find 


Canad. 
Mar. 11, 1961, vol. 


cholecystitis and cholelithiasis younger patients, 
particularly young women the postpartum 
period. 

Approximately 500 cases cholecystitis with 
without cholelithiasis have been reported chil- 
dren. Despite this, diagnosis which rarely 
considered when one confronted with child 
complaining recurring upper abdominal pain. 
possible that many more cases are 
cause failure carry out x-ray examination 
the biliary tract these young patients, 

The management gallbladder diseases 
children essentially the same that the adult. 
the treatment choice and 
cholecystostomy, previously recommended for chil- 
dren, has fallen into disrepute. One must also keep 
mind the possibility that gallbladder stones 
children may secondary congenital hemolytic 
anemia. Appropriate blood studies must always 
made these young patients. this condition 
found, splenectomy should also carried out, pref- 
erably before any biliary tract-surgery. 


CONCLUSION 


the differential diagnosis abdominal pain 
children, one accustomed think primarily 
such common lesions acute appendicitis, mesen- 
teric adenitis, intussusception, hydronephrosis and 
congenital anomalies such Meckel’s diverticulum. 
these young patients one rarely considers the 
possibility “adult disease”. All too frequently 
needless appendectomy may performed, 
which normal appendix removed and un- 
common but more important lesion overlooked. 
Three instances such uncommon lesions chil- 
dren seen the author’s practice over one-year 
period are.reported. These were carcinoma the 
colon, acute pancreatitis and cholelithiasis. All three 
patients were treated surgically with satisfactory 
results; the same principles were employed 
adult surgery. 


REFERENCES 


WILLIAMS, C., Surg., 139: 816, 1954. 
CHAPPELL, W.: Am. Surgeon, 25: 449, 1959. 
T.: Ohio J., 55: 657, 1959. 


AND HALLER, A.: Pediat., 55: 650, 
1959. 


BLUMENSTOCK, A., MITHOEFER, AND SANTULLI, V.: 
Pediatrics, 19: 1002, 1957. 


STICKLER, AND YONEMOTO, H.: A.M.A. Dis., 
Child., 95: 206, 1958. 


Suite 208, 
Medical Arts Bldg., 
Hamilton, Ont. 


m 


Canad. 
Mar. 11, 1961, vol. 


OXYTOCIC EFFECTS 
OBSTETRICS+ 


LINDSAY WATT, 
F.R.C.S.(Eng.), Ottawa, Ont. 


SEVERAL INVESTIGATORS! have observed the sedative 
and anticholinergic properties 
histaminic compounds and have compared their 
action that atropine, hyoscine and strophan- 
thus. Others? have noted the quinidine-like effects 
and the analgesic effects certain antihistaminics 
and have concluded that their analgesic effective- 
ness between that aspirin and pethidine. That 


dimenhydrinate valuable adjunct anesthesia, 


not only the prevention postoperative nausea 
and vomiting but also potentiating the effect 
analgesic agents, has been shown numerous 
These studies suggested that anti- 
histaminic agent such dimenhydrinate might also 


useful sedative and analgesic the manage- 
ment labour. 


PRELIMINARY STUDIES 


our first group patients treated 
desirable results were encountered. Three patients 
had prolonged labour for reason that could 
determined other than the antihistamine therapy. 
Two patients who were satisfactory labour with 
dilated and effaced cervices went sleep, and 
their pains gradually spaced themselves wider apart 
and eventually ceased completely. Labour was re- 
induced with oxytocin drip and the patients then 
proceeded normally full dilatation and delivery. 


Since this suggested that dimenhydrinate might 
have “antioxytocic” activity, was considered 
that the drug would value the management 
threatened abortion. The study was therefore 
re-oriented determine the effects dimen- 
hydrinate patients with threatened abortion. 
soon became evident that only patients showing 
lethargy sedation antihistamine therapy could 
one expect quiescence the uterus those who 
were threatening miscarry. this selected group 
satisfactory results were obtained. Seven cases 
terminated missed abortions. When the 
missed abortions were eventually terminated, intact 
ova with leathery trophoblasts were found which 
had been dead for some weeks. other words, the 
sedated uteri had failed expel their dead con- 
tents. all these patients the daily oral dosages 
dimenhydrinate varied between 250 and 1000 mg. 


The problem was evaluate the efficacy 
dimenhydrinate the management premature 
labour. Only three patients were included this 
category, but the results were interest. the 
*Gravol (Horner). 
before the Section Obstetrics and Gynecology 


the Royal College Physicians and Surgeons Canada, 
Montreal, January 1960. 
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first case weeks and the second weeks, 
both patients went sleep after dimenhydrinate 
therapy, their pains spaced out and eventually 
ceased, and although they had effaced cervices 
there was cervical dilatation. These patients 
carried their babies for several more weeks before 
giving birth viable infants. The third patient 
weeks went into steady, plodding, deliberate 
labour, which ended full dilatation and expulsion 
fetus too immature live. This patient re- 
ceived 1000 mg. dimenhydrinate intravenously and 
intramuscularly without any 
effects, over period hours. 


The study the effect dimenhydrinate upon 
the duration labour was carried out 137 pa- 
tients divided into three groups. One group re- 
ceived oxytocin alone, another received dimen- 
hydrinate (Gravol) alone, and the third received 
combination oxytocin and dimenhydrinate. 
Dimenhydrinate was administered 
venous drip, 250 mg. 500 c.c. saline, while 
oxytocin was given the same route con- 
centration units 500 c.c. saline. The third 
group received combination 250 mg. dimen- 
hydrinate and units oxytocin 500 c.c. 
saline intravenous drip. These intravenous 
drips were all started drops per minute and 
the rate was increased half-hourly until sustained 
contractions developed. Secobarbital 200 mg. with 
pethidine 100 mg., half doses each the 
same proportion, were used consistently for sedation 
and analgesia, and were administered often 
necessary. Dosages 1000 mg. dimenhydrin- 
ate were administered within eight-hour periods 
and occasion the rate 120 drops per minute 
without abnormal side effects reactions. 


RESULTS 


The results obtained 137 patients are sum- 
marized graphically Fig. This graph 
essentially distribution curve the number 
patients delivering within given time interval 
(class interval hours) for each the three 
treatments employed. there was significant 
difference the distribution curves for primiparas 


54 patients 
= 53 patients 
RINATE + OXYTOCIN 30 patients 


Total 137 patients 


_ NUMBER OF PATIENTS 
eee 8 8.82 8 8.8 8 


HOURS OF LABOUR (CLASS INTERVAL = 4 HOURS) 


Fig. 


~ 
~ 
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\ 
\ 
\ 
\ 
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compared with multiparas, these have been 
grouped together this graph. 


All patients who received dimenhydrinate 
the induction agent delivered the 16th hour 
contrast the who received oxytocin. With 
this latter agent there was group patients who 
did not deliver until after hours and whom 
labour continued for hours more. 


95% 
Dimenhy- 


Dimenhy- drinate 

drinate between 

8.1 (27) 10.0 (22) 5.6hrs 

10.3 hrs 6.3 hrs. 

Delivery hrs. 

12.0 22.8 13.3 


Table illustrates the difference between these 
treatments terms average duration labour. 
The mean delivery time for those patients receiving 
dimenhydrinate dimenhydrinate plus oxytocin 
was three hours shorter than for those receiving 
oxytocin alone. While the difference was not 
statistically significant, was certainly clinical 
importance. 


These data were further analyzed the basis 
the difference population distribution sug- 
gested from inspection the. curve (Fig. and 
from consideration the physiology un- 
complicated labour. was evident that, regardless 
treatment, the majority patients delivered 
within 10-hour period, the same time interval 
which normal labour would terminate. 


Table includes, therefore, the mean duration 
time labour these patients who delivered 
within hours, separate from those who delivered 
excess this time interval. suggested from 
the distribution curve, there was statistically 
significant difference between treatments during 
the first hours labour. Patients who delivered 
during this interval did without apparent in- 
fluence their labour the drugs employed. 
However, those cases where hours more 
were required for delivery, dimenhydrinate 
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induction agent significantly 0.05) reduced 
the labour time nearly hours. 

The use oxytocin combination with dimen- 
hydrinate also markedly reduced the duration 
labour (nine hours) but owing the small num- 
ber patients treated, this difference was not 
significant. addition, the use dimenhydrinate 
with oxytocin produced much smoother induction, 
with less vicious contractions than usually en- 
countered with oxytocin alone. 

These data demonstrate that unselected 
group 137 normal deliveries the use dimen- 
hydrinate oxytocic agent, compared with 
oxytocin, significantly shortened the duration 
labour those patients whom labour continued 
for hours more. Essentially similar results 
were obtained with the use dimenhydrinate 
combination with oxytocin were observed with 
dimenhydrinate alone. 

would appear from the above data that, where 
oxytocin alone was used induction agent, the 
sharp unrelieved pains produced resulted dis- 
tress. This turn produced inhibition labour 
subconscious effort reduce pain. Prolonga- 
tion labour resulted. 


CONCLUSION 


Dimenhydrinate (Gravol), antihistamine and 
antinauseant, has been demonstrated study 
have oxytocic effect the full-term uterus. 
Addition dimenhydrinate oxytocin drip for 
induction resulted smoother, shorter labour. 
The vicious contractions experienced with 
oxytocin drip are seldom encountered when dimen- 
hydrinate added. 

seen from the preliminary studies patients 
with threatened abortion and premature labour, the 
use dimenhydrinate antiemetic produced 
undesirable effects the pregnant uterus 
the fetus. The oxytocic effect the compound 
was seen only the full-term uterus. Dimen- 
hydrinate safe antinauseant and oxytocic agent 
doses 1000 mg. 


The assistance Dr. McColl Frank Horner 


Limited the statistical analysis these data was most 
appreciated. 


REFERENCES 


Rep. Biol. Med., 320, 1950. 

British Medical Association, Annual Meeting Pro- 

ceedings: Brit. J., 347, 1950. 

ARMER, L.: Oral Surg., 10: 225, 1952. 

RUBIN, AND H.: Surg. Gynec. Obst., 
92: 415, 1951. 

W., WHITAKER, AND YARED, J.: Am. Jd. 


Obst. Gynec., 75: 1101, 1958. 


. 


Canad. 


TREATMENT BACTERIAL 
ENDOCARDITIS ORAL 
PHENETHICILLIN POTASSIUM 
(SYNCILLIN) 


LUCIEN CAMPEAU, 
and MARCEL LEFEBVRE, B.Sc.,+ 
Montreal 


SUCCESSFUL treatment subacute bacterial endo- 
carditis oral penicillin has been previously 
Early the excellent ab- 
sorption and antibacterial activity obtained with 
oral phenethicillin suggested that should 
equally useful the treatment bacterial endo- 
carditis due penicillin-sensitive organisms. The 
following account its successful use the 
treatment three patients. 


MATERIALS AND METHODS 
/ 


newly discovered semisynthetic 
penicillin, the potassium salt 
oxypropionamido) penicillanic acid. was ad- 
ministered compressed tablets containing 250 
mg., molecularly equivalent 400,000 I.U. 
penicillin 

two cases Streptococcus viridans was the 
causative organism, and the other, Streptococcus 
faecalis. Sensitivity studies commercially avail- 
able antibiotics were determined the agar disc 
technique. concentration 
was obtained the serial dilution tech- 
nique. The serum levels phenethicillin were de- 
termined the Bristol Laboratories, Syracuse, N.Y., 
the plate diffusion method, using Sarcina lutea 
the test organism. 


order evaluate the possible toxicity this 
new drug, the following laboratory determinations 
were undertaken before and during therapy: com- 
plete blood count, platelet count, urinalysis, non- 
protein nitrogen, prothrombin time, 
bidity and serum transaminase. 


REPORTS 


1.—M.T., 27-year-old general contractor, was 
admitted hospital May 27, 1960. was known 
have tetralogy Fallot mild form, and 
bacterial endocarditis with negative blood 
cultures had been successfully treated one year previ- 
ously aqueous penicillin given over period 
three weeks. The patient resumed normal life and was 
relatively well until one month before this admission, 
when general malaise, sore throat, fatigue, anorexia and 
fever appeared. had had tooth extraction one 
week before the onset this illness. His family 
physician prescribed oral chloramphenicol during the 
days before referring him, but the patient’s tempera- 
ture continued rise 100-101° every evening. 


*From the Institute Cardiology Montreal. 
D.A.B.B.A., Maisonneuve Hospital, Montreal. 
tPhenethicillin (penicillin marketed Syncilli has 
been generously supplied the Bristol Laboratories 
Canada Limited. 
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Mild hemoptysis occurred several days before ad- 
mission. lost over during that time. 


The patient did not appear chronically ill. Several 
petechiae were noted the buccal mucosa and two 
splinter hemorrhages were observed under the third 
and fifth right fingernails. The fundi, examination, 
showed petechiae. There was slight digital clubbing 
but cyanosis. Blood pressure was 130/75 mm. 
and the heart rate was regular 120 per minute. The 
lungs were clear. thrill and loud systolic murmur 
were noted over the entire precordium, with maximal 
intensity the third left intercostal space. The spleen 
extended downward over two finger-breadths and was 
tender. The liver was not enlarged and there was 
pedal edema. The routine laboratory tests, urinalysis, 
non-protein nitrogen (NPN) determination, fasting 
blood sugar value and Kahn test were normal. The 
hemoglobin value was g.%, the white blood cell count 
was 8700 per c.mm. and the corrected sedimentation 
rate was mm. one hour. The C-reactive protein 
value was 3+; antistreptolysin “O” titre was units. 
Serum protein electrophoresis 
albumin and beta globulin fractions 
gamma globulin (34.7%). Bleeding time was seven 
minutes. Throat and nose cultures yielded normal 
flora, and urine culture was negative. Five blood 
cultures samples taken the evening admission and 
the next morning grew Streptococcus viridans sensitive 
the disc technique penicillin, erythromycin, 
chloramphenicol, the tetracycline derivatives, novo- 
biocin, oleandomycin and kanamycin. The minimal in- 
hibitory concentration (M.I.C.) phenethicillin was 
subsequently found 0.78 The electro- 
cardiogram showed right axis deviation and right 
ventricular hypertrophy. The chest roentgenogram re- 
vealed normal pulmonary parenchyma, 
monary vascularity and slight cardiomegaly with 
cardiothoracic ratio 15:28.5. 

The oral temperature varied between and 100.4° 
until the third day, when became normal after oral 
phenethicillin every four hours for two days. This was 
reduced daily omitting the a.m. dose, and 
was continued this manner for the next days. 
During the first six days treatment, complained 
nausea, occasional emesis and mild diarrhea. These 
gastrointestinal disturbances were readily controlled 
administration proclorperazine and kaolin-pectin 
preparation. Subjective improvement became evident 
the fourth day treatment. The petechiae dis- 
appeared, but the spleen was still palpable one finger- 
breadth below the costal margin when the patient was 
discharged after days care. home con- 
tinued take phenethicillin daily for one week 
and 3.75 during the fourth and last week therapy. 
The serum concentration values phenethicillin are 
shown Fig. Urine NPN value, platelet count, 
thymol turbidity value and serum transaminase level 
were within normal limits before the patient was dis- 
charged from hospital. The hemoglobin value was 13.7 
the white blood cell count 5200 per c.mm., the 
C-reactive protein 1+, and the corrected sedimentation 
rate was mm. one hour. One blood culture was 
reported negative. 


The patient was seen the office June and 14, 
July August and October 1960. had gained 
Ib. since the onset treatment and had com- 
plaints. The splinter hemorrhages had disappeared and 


536 CAMPEAU AND LEFEBVRE: TREATMENT ENDOCARDITIS 


Serum Phenethicillin, 


Fig. 1.—This figure illustrates the satisfactory serum levels 
phenethicillin after administration oral phen- 
ethicillin potassium. 


TIME, HOURS 


the spleen showed The 
globin level subsequently rose 14.5 and 16.1 
his last visit. Serum protein electrophoresis 
June 14, two weeks after discontinuation the drug, 
showed slight elevation the gamma globulin frac- 
tion (21.4%). The C-reactive protein value and the 
sedimentation rate obtained each visit became normal 
August two months after cessation treatment. 
The auscultatory findings, electrocardiogram and heart 
size had not changed. 


2.—This 34-year-old male designer (C.M.) was 
admitted hospital May 1960. had been 
evaluated the Institute Cardiology 1956 for 
heart illness which had been discovered during 
routine preschool examination. physical examination, 
complete absence body hair was noted. The blood 
pressure was 150/40 mm. Hg. systolic thrill was 
present over the left sternal border the third inter- 
costal space. Loud systolic and diastolic murmurs were 
heard the left sternal border and the cardiac apex. 
The rhythm was regular. There was sign con- 
gestive failure. The blood Wassermann test was positive, 
but the spinal fluid test was normal. Right heart cathe- 
terization revealed findings compatible with ventricular 
septal defect. The discharge diagnoses were ventricular 
septal defect, associated aortic insufficiency and treated 
Wassermann-fast syphilis. 


The patient was not seen until November 1959, when 
visited the office because frequent palpitations, 
fatigue, retrosternal pain and dyspnea exertion. 
was given digitalis and quinidine and improved some- 
what. March, experienced general malaise, cough 
and possibly fever several weeks’ duration. Follow- 
ing this “grippe”, remained tired and anorexic and 
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began losing weight. mid-April, experienced 
severe pain over the left chest and below the left 
costal margin. the office two days later, small left 
pleural effusion was found addition basal rales, 
hepatomegaly and pedal edema. was advised 
remain bed and take his temperature twice daily. 
When reported persistently elevated temperature, 
bacterial endocarditis was suspected and blood 
culture, hemoglobin and white blood cell count were 
requested. was subsequently learned that had 
undergone tooth extraction early November 1959. 
had lost during these prior six months. 


admission, was pale and appeared chronically 
ill. The oral temperature was 102° F., blood pressure 
and pulse per minute. There were 
petechiae, Osler’s nodes splinter hemorrhages. 
The pupils reacted normally light and accommoda- 
tion. Funduscopic examination revealed petechiae. 
The carotid arteries were markedly pulsatile. There 
were palpable lymph nodes. Subcrepitant rales were 
present over the left lung base. The heart rhythm was 
regular. The murmurs previously described were un- 
changed. The liver was not enlarged, but the spleen 
extended three finger-breadths below the costal margin. 
had pedal edema. reflexes were 
normal. 

The urine contained hyaline and granular casts, 
few leukocytes per high-power field but pus cells. 
NPN, fasting blood sugar and white blood count values 
were normal. The hemoglobin value was 9.5 and 
the hematocrit 31%. corrected sedimentation rate was 
mm. one hour and C-reactive protein 3+. 
Serum protein electrophoresis showed decreased 
albumin and increased gamma globulin (27.€%). The 
chest roentgenogram showed blunting the left costo- 
diaphragmatic angle, increased vascular markings and 
greatly enlarged heart with cardiothoracic ratio 
20.5:30. The electrocardiogram was unchanged except 
for signs digitalis effect; showed left ventricular 
hypertrophy. Three blood cultures samples taken 
separate days grew Streptococcus viridans. The 
agar disc sensitivity test was positive for penicillin, 
erythromycin, chloramphenicol, the tetracycline drugs, 
novobiocin and oleandomycin. The organism was in- 
hibited 0.1 phenethicillin (mean 
The minimal inhibitory concentration peni- 
cillin and penicillin was 0.006 


Treatment with phenethicillin was begun the 
hours. Definite subjective improvement followed and 
the oral temperature did not rise above 99.6° 
Because the severity the heart disease and the 
long duration the infection, which appeared have 
been present for six months, was decided the 
fifth hospital day add streptomycin, daily, his 
antibiotic treatment. With this regimen, the tempera- 
ture became and remained normal thereafter. first, 
the patient complained nausea while taking the 
tablets, but this did not occur when they were taken 
with ginger ale. Diarrhea was quickly controlled the 
onset therapy kaolin-pectin. The phenethicillin 
was decreased daily the 8th day. was dis- 
charged May 27, but continued taking the drug 
the same amount until June received phen- 
ethicillin for period four weeks 
mycin for days. The serum blood levels phene- 
thicillin are shown Fig. The urine and NPN value 
were normal. Transaminase and thymol turbidity values 


Case 
Case 
O 
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remained normal. blood culture had been reported 
negative before discharge. The auscultatory findings, 
electrocardiogram and heart size had not changed. 
The patient was examined the office June 15, 
1960. had been entirely afebrile and his appetite 
was excellent. still complained being easily 
fatigued and palpitations and dyspnea with the 
slightest activity. June 13, the left ankle and left 
hypothenar eminence became swollen and painful. 
also complained ataxia but had other neurological 
symptoms. His weight had not changed. Blood pressure 
was still 140/40. There were petechiae, Osler’s 
nodes splinter hemorrhages. The left hypothenar 
eminence was swollen and tender, but the left ankle 
appeared normal. His spleen was not palpable. There 
was nystagmus, the finger-nose test was normal 
and there was Rhomberg sign. The hemoglobin level 
was 12.3 the white blood count 8900 per c.mm., 
the corrected sedimentation rate mm. one hour 
and the C-reactive protein 3+. Serum protein electro- 
phoresis gave normal values. Blood culture was nega- 
tive. 
was felt that the swelling the hypothenar emin- 
ence and left ankle was possibly due aseptic emboli 
but that the infection was cured. The ataxia was 
believed have been caused the streptomycin, and 
the patient was scheduled for vestibular apparatus 
function studies. June 23, 1960, was awakened 
severe headache and neck stiffness. route 
the Institute, became extremely dyspneic and sub- 
sequently unconscious. was brought the Montreal 
General Hospital emergency room and admitted 
that hospital. arrival, was found acute 
pulmonary edema, extremely pale, with blood pres- 
sure 250/0 and pulse 175/minute. Five hours 
later, was free pulmonary edema but there was 
the neck, left hemiparesis and up- 
going left toe. The spleen and liver were not palpable 
and splinter hemorrhages were present. The lumbar 
puncture revealed grossly bloody fluid. June 26, 
was recorded that the patient had been oliguric since 
admission and this was noted have persisted. His 
urine time admission had specific gravity 
1.013; contained protein, red blood cells, 
few white cells and granular casts per high-power 
field. The hemoglobin value was 9.8 (phlebotomy 
had been performed). The BUN value was mg. 
June and 125 mg. June 30. The patient 
became more deeply unconscious, had localized seizures 
and died July 1960. 
Pertinent autopsy heart weighed 730 
and was enlarged all its dimensions. There was 
large perforated aneurysm the right sinus Val- 
salva that presented itself right ventricular out- 
flow tract which partially obstructed. small high 
interventricular septal defect was noted. The aortic 
valves were distorted and calcified. The right cusp was 
retracted, adherent the interventricular septum and 
partially occluded the septal defect. the adjacent 
non-coronary cusp was oval 1.5 1.0 cm. perfora- 
tion with slightly thickened and rounded margins, 
about which were irregular papillary and verrucous 
vegetations. They were firmly attached and fibrotic 
consistency, partly pale and partly dark red colour. 
The left coronary cusp showed mm. oval per 
foration with slightly thickened and rounded margins. 
The microscopic studies the aortic valve showed 
evidence inflammatory cell infiltration, and 
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bacteria were found the vegetations composed 
organizing and calcific fibrinoid material. The cultures 
heart blood taken autopsy yielded micrococci (but 
Streptococcus viridans). The spleen was normal 
size, but there was small old infarction. 

massive right temporal lobe cerebral hemorrhage 
was described. “The middle artery could 
traced around this cavity and appeared normal, free 
arteriosclerosis any other lesion. mycotic 
aneurysm was detected the wall the cavity though 
would easy miss one.” The appearance the 


kidneys was that “acute nephrosis, essentially the 


lower nephron hemoglobinuric type, but with acute 
tubules well. There was evidence glomerular 
other focal embolization, evidence pre-existing 
renal disease.” 

The lungs showed passive congestion and edema, 
acute bronchiolitis and early pneumonia the right 
lower and left upper lobes. 


Comments.—It seems that the bacterial endo- 
carditis was cured clinically and bacteriologically. 
Furthermore, the autopsy findings did not reveal 
evidence active infection the aortic valve 
any other heart structure; the description was 
compatible with healed bacterial endocarditis. The 
presence, during the previous four years, 
aortic run-off due aortic valve regurgitation, 
possibly with associated perforation 
aneurysm sinus Valsalva, suggests that the 
patient may have had previous episodes bacterial 
endocarditis. however, that the 
aneurysm was congenital origin; the perfora- 
tion may have been spontaneous may have 
been due the endocarditis. The cause the 
cerebral hemorrhage not known, but ruptured 
mycotic aneurysm was not definitely excluded. The 
acute lower nephron nephrosis does not appear 
have been related the bacterial endocarditis. 


3.—This 39-year-old Italian housewife 
had been operated upon four years previously for 
mitral stenosis. She had been greatly improved and 
was still doing well when last seen routine follow- 
visit June 1959. Her blood pressure had remained 
the range 100-200/70-80 since her operation. 
Atrial fibrillation was present with ventricular rate 
per minute. The second pulmonic sound was loud 
and reduplicated. Grade I/IV systolic and grade II/IV 
diastolic murmurs were heard the left side the 
sternum. diastolic rumble was noted the apex but 
there was systolic murmur. The first sound the 
mitral area was slightly increased and opening snap 
was still present. She was admitted hospital May 
27, 1960, because recent illness five days’ dura- 
tion. She complained general malaise, vomiting 
and chills, and had fever 101 104° She 
experienced moderately severe pain the left flank 
radiating the left buttock and thigh. There were 
gastrointestinal, respiratory urinary symptoms, 
except for polyuria. She had had tooth extractions three 
months, and six weeks previously. furuncle the 
back had improved after one week local therapy. 

examination, several petechiae were noted the 
soft palate and buccal mucosa but there were 
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splinter hemorrhages Osler nodes. The blood pres- 
sure was 120/70 and irregular heart rhythm 100 
per minute was noted. The auscultatory findings were 
unchanged. The spleen was palpable 
breadths below the left costal margin. There was 
costovertebral tenderness. Her urine contained few 
red blood cells and numerous bacteria, but pus. 
The hemoglobin value was the white blood cell 
count 7550 per c.mm. and the corrected sedimentation 
rate was mm. one hour. Serum protein electro- 
phoresis showed slightly decreased albumin and beta 
globulin fractions and elevated gamma globulin 
(25.5%). The C-reactive protein value was 1+. The 
antistreptolysin “O” titre was 166 units and the hetero- 
phile-antibody titre, 1:4. Culture throat specimen 
grew Streptococcus viridans and nose specimen, 
Staphylococcus albus. Three blood cultures yielded 
enterococcus sensitive the plate disc technique 
penicillin, chloramphenicol and the tetra- 
The phenethicillin was subse- 
quently reported 0.78 ug./ml. The electrocardiogram 
showed right axis deviation, atrial fibrillation with 
controlled ventricular rate ST-T 
changes. The roentgenogram the chest revealed 
moderate cardiomegaly with cardiothoracic ratio 
15.5:28, but was otherwise normal. The temperature 
varied from 101° during the first four days. 
Phenethicillin therapy, every four hours, was begun 
the fourth day, May 31. This amount was reduced 
daily omitting the a.m. dose the 10th 
day therapy. The patient felt better the second 
day treatment, and continued improve subjectively. 
June new petechiae appeared the palate. 
June 18, she was still feeling well, two blood cultures 
had been reported negative, but her spleen was still 
palpable and the corrected sedimentation rate was ele- 
vated mm. one hour. Because these findings 
and the usual resistance this type organism, the 
drug was increased day, every two hours, 
except during the night. This regimen was continued 
for seven days. The serum phenethicillin levels are 
shown Fig. The average. serum level one hour 
after intake the time when the drug was administered 
every two hours was 12.4 Except for mild 
nausea the first day treatment, she suffered 
other untoward reaction, even with the large amount 
taken during the last week. Urinalysis and determina- 
tion NPN, thymol turbidity and serum transaminase 
values and white blood cell count and platelet count 
were repeated the day treatment: the re- 
sults were within normal limits. The serum potassium 
level did not rise above 5.5 The patient was 
discharged after days treatment. The blood 
pressure had remained 110-100/70-50. The ausculta- 
tory findings, the electrocardiogram and the chest 
roentgenogram had not changed. 

This patient was seen the office July July 
27, August and September 29, 1960. the first 
visit, she felt remarkably well. The spleen was not 
palpable but pin-point petechiae were noted both 
arms. The Rumpel-Leede test was negative, the bleed- 
ing time was normal, the platelet count was 253,000 
per c.mm. and the prothrombin time was 100%. The 
hemoglobin level was 13.7 and the corrected 
sedimentation rate was still elevated mm. 
one hour. blood culture was reported negative. 
July 27, the corrected sedimentation .rate was mm. 
one hour and the serum protein electrophoresis re- 
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vealed slight abnormality: gamma globulin value 
18.8% (normal: 16%). September 29, the 
corrected sedimentation rate was still slightly elevated, 
mm. one hour. Three months after cessation 
treatment, she had gained and had resumed her 
normal activities. The pin-point purpura, finding 
which had never been noticed before this recent illness, 
persisted and remained unexplained. 


RESULTS 


Two patients, both treated phenethicillin only, 
were definitely cured. third patient (Case had 
bacterial cure but died massive cerebral hemor- 
edema and acute nephrosis. 
all cases, splenomegaly persisted for several weeks 
spite definite improvement judged the 
normal temperature, the sensation well-being 
and negative blood cultures. Similarly, the sedi- 
mentation rate all patients remained elevated 
for variable period time after cessation the 
drug. one patient (Case 1), became normal 
two months after therapy, and the other was 
still slightly elevated later. 
sistently elevated sedimentation rate during suc- 
cessful treatment and for periods one two 
months after cessation treatment has previously 
been observed Geraci.® 


The phenethicillin blood levels were satisfactory 
all three patients. The average range one hour 
after the ingestion the drug was from 6.8 
10.3 (Fig. 1). 

The drug was well tolerated, although minor side 
reactions were observed. Two patients had nausea 
and diarrhea during the first week therapy. Anal 
pruritus was noted one. toxicity was recog- 
nized clinically screening laboratory tests 
the hemopoietic, hepatic and renal systems. 


This the authors’ first experience with oral 
therapy bacterial The oral route 
appears desirable for the comfort and 
eliminates complications resulting from frequent 
intramuscular injections. The treatment begun 
the hospital, satisfactory, may continued 
home and thereby may shorten considerably the 
period hospitalization. mentioned previously, 
have found that oral penicillin and 
streptomycin were satisfactory cases subacute 
bacterial endocarditis caused sensitive organ- 
isms. 

Recent comparative have shown that 
phenethicillin potassium produces higher serum 
concentrations than penicillin believe 
that spite this the bacterial activity may not 
increased. Nevertheless, appears from this 
preliminary study that oral phenethicillin may pro- 
vide adequate therapy for bacterial endocarditis. 
smaller amount phenethicillin than that given 
the cases reported, such 500 mg. every three 
hours during the daytime, particularly associated 
with probenecid administration, may satis- 
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factory, but this remains proved. also 
still considered wise administer streptomycin 


concurrently most cases for least seven 
days. 


SUMMARY 


Three cases bacterial endocarditis successfully 
treated administration oral phenethicillin potas- 
sium are reported. The drug was relatively well 
tolerated and the absorption, demonstrated serum 
concentrations, 
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report Case and Dr. Morigi (Syracuse, N.Y.) 
and Mr. Massy (Montreal) the Bristol Labora- 


tories. 


ADDENDUM 


Both surviving patients are still well six months after 
cessation therapy. Since the writing this paper, another 
case, caused Streptococcus faecalis inhibited 0.78 
was successfully treated this 
antibiotic combination with streptomycin. The serum 
bactericidal activity was 1:8 and the serum level was 7.7 
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one hour after phenethicillin. This patient 
also well three months atter treatment. 
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RESUME 


Les auteurs présentent trois cas bactérienne 
traités avec succés orale, nouvelle 
Pénicilline semi-synthétique. Une légére intolérance gastro- 
intestinale été observée chez deux malades mais aucun 
effect toxique fut noté. Les niveaux sanguins démontrent 
une absorption satisfaisante. Cette étude préliminaire sug- 
gére que cette nouvelle Pénicilline orale est efficace dans 
traitement bactérienne lorsque 
cause lui est sensible. 


THE VALUE CHEST 
RADIOGRAPHS ADMISSION 
GENERAL HOSPITALS* 


KUNSTLER, C.D., M.D., F.R.C.S.[C], 
Montreal 


CHEsT radiographic examinations in- 
dustry and office workers, students, teachers, 
food handlers, etc. have proved their value for the 
last years. However, should pointed out 
that the greatest drawback this type survey 
the fact that only certain percentage the 
general population can reached. The unem- 
ployed employee small business enter- 
prise will usually not have this benefit unless 
asks for personally. Furthermore, the older 
generation will drop out this survey for various 
reasons. Many office industrial workers, for in- 
stance, may become independent and start small 
business later age: garage worker may have 
his own service station, detail man pharma- 
ceutical firm may open drug store, etc. other 
words, the routine chest radiographs taken volun- 


*Read the 60th Annual Meeting the Canadian Tubercu- 
losis Association and the Canadian Thoracic Society, Ottawa, 
Ont., June 30, 1960. 

+Surgeon charge Thoracic Division, Reddy Memorial 
Hospital, Westmount, Montreal, Que. 

tChief, Department Radiology, Reddy Memorial Hospital, 
Westmount, Montreal, Que. 


tary organizations will include age group from 
years years with peak load 20-35 
years. 

one thinks only terms pulmonary tuber- 
culosis and this was, after all, the primary reason 
for these surveys the surveys achieve their ob- 
jective. The picture, however, different 
consider other diseases the chest well. 


Fig. shows, the dotted line, the mortality 
rate pulmonary tuberculosis Canada from 
1931 1958. While this mortality was the 
neighbourhood per 100,000 living 1931, 
dropped consistently over the years, with slight 
spikes during the war years, and now down 
about four per 100,000 living. the other hand, 
the solid line, which represents the mortality from 
lung cancer, shows steady, although slow, rise 
mortality. 1952-53 the two curves intersected 
and, 1958, the lung cancer mortality rate was 
over four times much that for tuberculosis. 
separate curves are drawn for males and females, 
the mortality for males would the high 
forties. This mortality varies widely the different 
provinces Canada. The question now “What 
means have available order reach the 
older population?” Naturally, routine chest radio- 
graphic examinations every person Canada 
would the ideal answer, but this practically 
basis. One could, however, approach this ideal 
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Fig. 


somewhat qualified selection. Routine chest 
radiographs every hospital admission, 
haps even outdoor clinic patients, might 
value. 

1946, the Reddy Memorial Hospital Mon- 
treal started such survey pilot study, the first 
hospital Canada so. The results within 
less than year were encouraging that this study 
was converted into compulsory arrangement. 
Now, after years, one should able see 
whether these initial results persisted and whether 
was worth while continue with this system. 


Fig. shows the average age curve for all 
patients based over 75,000 admissions, after 
deducting infants, births hospital and maternity 
cases. During the years some changes the 
selection cases were made for practical reasons. 
For instance, would have been duplication 
routine chest radiographs were taken patients 
who were only recently discharged from the hos- 
pital and were re-admitted within less than six 
weeks. Or, the patient could show evidence that 
had had negative routine chest radiograph 
within reasonable time before admission in- 
cluding those taken miniature mass surveys 
further examination was not insisted upon unless 
the patient was admitted for disease referring 
the chest. Maternity cases had radiograph taken 
first admission. However, was soon found 
that some patients had contracted tuberculosis 
other chest diseases during the prenatal period and, 
when they were admitted for delivery, there was 
time pay primary attention the chest lesion. 
Therefore, radiographs were taken, most 
prenatal clinics, soon the patient was seen for 
the first time during her prenatal care. This ap- 
plied private well clinic patients. The 
ideal procedure would have been have the 
patient undergo radiography again admission, 
because some disease could have developed after 
the initial radiograph. This could not carried out 
routinely, firstly, account the double cost in- 
volved and, secondly, because the reluctance 
the part the patient well many obstetri- 
cians who feel that radiographic examinations may 
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harmful the fetus. However, for every radio- 
graph the abdomen taken make diagnosis 
twins for the position the fetus pelvimetry, 
would require the taking many full-size chest 
radiographs equal the amount radiation the 
fetus. X-ray examination for obstetrical reasons ex- 
poses the fetus directly radiation, whereas the 
fetus fairly well protected when chest roent- 
genogram taken with proper equipment. Even 
then one could not use the maternity statistics, 
because patients who showed disease, especially 
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Fig. 


tuberculosis, during pregnancy would not have 
been admitted this general hospital but diverted 
other institutions. Statistics would become 
noticeably incorrect due this preselection. 


RESULTS THE SURVEY 


Table shows the breakdown all admissions. 
From 1946 1959 there were about 79,000 ad- 
missions, which are reduced 41,000 elimi- 
nation the categories just mentioned. 

Table gives the breakdown those cases 
which were used the survey. surprising 
note that 4.5% these had abnormal chest 
radiograph. seen from Table III, two-thirds 
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TABLE I.—Reppy 
Total admissions 1946 1959 


Readmissions and admissions 
with recent chest x-rays...... 1,290 
Maternity cases............. 18,187 
Births hospital............ 18,319 


these had unsuspected disease. Patients were ad- 
mitted the hospital for treatment diseases not 
related the chest, such accidents, uterine 
disease, hernia, duodenal ulcers, for example. 


TABLE 


Routine chest x-rays Survey 1946 1959 


39,592 cases 95.5 
1,865 cases 4.5% 


Abnormal 


41,457 cases 100% 
Table shows breakdown these 1276 
abnormal, unsuspected radiographic findings. The 


proportion cases active pulmonary tubercu- 
losis was only 10%, while those with malignant 


TABLE 
ABNORMAL FINDINGS 


589 cases 31.6% 
Unsuspected 1276 cases 68.4% 


tumours constituted 12.5%. The “miscellaneous” 
group includes such conditions mycotic disease 
the lung, benign tumours, foreign bodies, dia- 
phragmatic hernia, and the like. The term “Un- 
diagnosed” indicates that was not possible 
explain the radiological findings during the 
stay the hospital. 


TABLE 
1276 


Cardiovascular disease 


Pneumonitis and lung 7.5% 
Pulmonary tuberculosis, 10.0% 
12.5% 


Table indicates the management these 
patients. The first line shows the chest conditions 
which had precedence over the original disease for 
which the patient was admitted. These were 415 
number, about one-third all those with unsus- 
pected chest disease. the second line, the original 
disease was emergency and, therefore, had pre- 
cedence over even important chest disorders; 
constituted 40% all those with abnormal chest 
radiographs. the last line are listed those 
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Chest condition precedence over 


415 cases 32.5% 
Original disease emergency, precedence 

over important chest condition.... 510 cases 40.0% 
Original disease treated. Chest 

tion chronic and/or not requiring 


whom the chest condition was chronic and/or did 
not require treatment, while the original disease for 
which the patient was admitted was treated. There 
were 315 such cases, 27.5%. 


TABLE VI.—Reppy 
(SuRGICAL CASES ONLY) 


Operation for original disease cancelled 
deferred account chest 


Operation for original 

formed, knowledge chest condi- 

tion important surgeon and 

Chest condition chronic and 

127 cases 13.3% 


Table deals only with surgical conditions. 
these patients with unsuspected chest disorders 
957, 75%, were surgical cases. more than one- 
third, the operation for the original disease for 
which the patient was admitted hospital was 
cancelled deferred because the chest con- 
dition. one-half the ‘cases, the operation for 
the original disease had performed, but 
knowledge the chest condition was utmost 
importance for the surgeon well for the 
anesthetist. The cases which the chest condition 
was chronic and important amounted only 
13.3%, almost negligible figure. 

The following data illustrate features interest 
certain individual cases. 


The patient whose chest radiograph depicted 
Fig. was admitted for recurrent inguinal 
hernia. This film showed aneurysm the 
thoracic aorta considerable proportions. 


Fig. shows the film patient who was ad- 
mitted for repair postoperative hernia. 
had been operated for chronic gallbladder 
disease and appendicitis another hospital two 
months previously. roentgenogram the chest 
was taken that time. The routine chest film 
revealed shadow the right lower lung field. 
The incisional hernia was not repaired but pneu- 
monectomy revealed bronchogenic carcinoma. 
This tumour must have been present the time 
his previous admission, and chest radiograph 
had been taken that hospital, his pneumonec- 
tomy would have been carried out that much 
earlier. 


The patient whose chest radiograph illustrated 
Fig. was admitted with fracture the neck 
the femur. roentgenogram the chest showed 
pulmonary cyst. 
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patient was admitted for hemorrhoids, without 
any lung symptoms whatsoever. radiograph 
the chest clearly showed the presence lung 
abscess (Fig. 6). Hemorrhoidectomy was deferred. 

patient was admitted hospital undergo 
operation for Chest radiograph showed 
wide-spread silicosis (Fig. 7). 

patient was admitted for gallbladder disease 
but the radiologist noted that the right breast was 
higher than the left (Fig. 8). attributed this 
possible malignancy the right breast. Clinical 
examination subsequently revealed tumour the 
right breast which had not been noticed before. 
Radical mastectomy confirmed the diagnosis 


carcinoma. 
4 


Fig. 
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patient was admitted, under arrangement with 
the Workmen’s Compensation Commission, because 
injury the left lower side his chest, and 
rib fracture was suspected. Radiographs the 
ribs did not show any lesions. routine chest 
radiograph had not been taken the same time, 
the lesion the apex the opposite side would 
have been overlooked. proved tubercu- 
loma. 

Fig. not error the technician. The 
patient has situs inversus: the stomach and heart 
are the right and the liver shadow the left 
side. This patient was admitted for gynecological 
disease. Further investigation showed that the situs 
inversus was complete. did not make any differ- 
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Fig. 


ence the gynecologist whether the left ovary was 
the right side and the right one the left; 
however, things would have been different had the 
patient suffered from appendicitis cholecystitis. 


compulsory routine chest radiograph arrange- 
ment for every patient admitted hospital only 
effective its weakest link. other words, the 
co-operation the entire hospital staff required. 
does not help the radiologist discovers lesion 
routine chest radiograph and the clinician does 
not pay attention the finding or, some lack 
administrative liaison, the findings not come 
his attention. Fig. 11a illustrates such example: 
this woman was admitted 1955 for gyneco- 
logical procedure, which was carried out. There 


Fig. 


bulging shadow the right border the heart 
silhouette, that time, the radiologist thought 
possible pericardial cyst, but, order investi- 
gate this shadow further, asked for lateral films 
and barium meal series (Fig. The radiologist 
shadow lying posteriorly within the substance the 
lung, most likely tuberculoma. The next radio- 
graph was taken two years later and did not show 
any changes. Fig. shows the lesion five 
later. The circumscribed shadow had disappeared 
but the lesion had broken through into bronchus 
and the patient had recently been subjected 
resection the middle and lower lobes for active 
pulmonary tuberculosis. This example shows what 


Fig. 


Fig. 
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Fig. 11b 


can happen patients with these lesions are not 
followed properly. also adds substantially 
the plea that every coin over cm. di- 
ameter should removed possible, and 
that one should abandon the “wait and see” atti- 
tude. 


Fig. 
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may pointed out that the greater number 
the 159 patients with unsuspected malignancy, 
mostly bronchogenic carcinoma, came hospital 
for repair simple recurrent hernia, They 
almost all had the additional symptom “chronic 
cigarette cough” which received its real interpre- 
tation only when the chest radiograph showed the 
underlying cause. 


few comments should made about radiation 
hazard, because this still seems cause for 
alarm. Table VII* shows that while fluoroscopy 
one minute’s duration—even with good protection— 
involves cumulatively rather high dosage 
gamma rays, the mirror and lens optic the 
miniature machines reduce this radiation consider- 
ably. still, however, much more than that 
full-size in. film, which rule does not 
use more than 0.1 0.3 milliroentgen (mr). 


EXAMINATION 


(Adapted from Henry Garland, 
San Francisco, Calif., and others) 


Method 
examination Gonadal dose Skin dose Bone marrow dose 
Film 

Minifilm lens 

mirror 

Fluoroscopy: minute 

Infants.... 

From natural sources—average per year......... 100 mr. 
From luminous watch dial—average per 100 


The danger radiation does not lie with chest 
radiographs with the miniature radiographs, but 
most frequently due physicians who have 
fluoroscopic x-ray equipment but not have the 
time adapt their eyes properly. Therefore, they 
use high milliamperage and longer exposure time. 
Certainly, chest fluoroscopy should restricted 
short and definite procedures such pulmonary 
function studies bronchography. 


Every person receives, from the general back- 
ground, about 100 every year and about the 
same amount from the luminous dial wrist 
watch. equal this amount one could exposed 
100 1000 14” 17” chest radiographs. 


CONCLUDING REMARKS 


seems that the acceptance the value 
compulsory chest radiographic examination 
general hospital admission has gained momentum 
throughout Canada and the United States. The 


*Adapted from Henry Garland al., San Francisco, The 
Hospital Counsellor, American College Chest Physicians, 
No. 10, December 1957. 
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figures shown here support the contention that the 
effort these examinations rewarded earlier 
diagnosis chest disease, especially broncho- 
genic carcinoma. However, there are still number 
hospitals, especially private ones, which have, not 
yet adopted this the Fifth International 
Congress Diseases the Chest, held Tokyo 
1958, special committee, which one 
was member, forwarded resolution 
for general adoption this procedure. should 
like one step further. Once the means are 
available, this examination should carried out 
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Part III Four 


TEST 


investigator frequently has hypothesis about 
the population ratio and measures the character- 
istics the small sample attempt refute 
substantiate his hypothesis. The chi square test 
goodness fit enables one determine there 
significant difference between expected theoretical 
ratios and those obtained experiment. Great use 
made geneticists and plant and animal 
scientists where the familiar 3:1 
ratios are frequently applied. 


The chi square test goodness fit was developed 
Karl Pearson 1899. involves the calculation 
the deviation the theoretical from the observed 
data. This then compared with x?* table which 
shows the frequency occurrence deviation 
this magnitude repeated random sampling the 
theoretical population. When the value small, 
the observed deviation likely due sampling 
error, whereas large the deviation probably 
due misleading theoretical ratio. The test in- 
volves the assumption null hypothesis,. which 
that there real difference between the observed 
and the theoretical data. The test performed the 
following fashion: The deviations between pairs 
observed and theoretical values are squared, divided 
the theoretical values, and the results added. 


the Greek letter chi. 
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all outpatient departments, least selective 
basis—for example, all males over years—even 
the patient comes for only cut finger. this 
method the early diagnosis bronchogenic carci- 
noma and other chest diseases will furthered. 


The authors wish express their appreciation two 
former radiologists the Reddy Memorial Hospital, Dr. 
Crutchlow, who instituted the compulsory scheme, and his 
successor, Dr. Jean, without whose accurate records 
this study could not have been carried out; and thank 
their chief technician, Miss Jill Harlow, and her staff for 
their great assistance collecting and computing all 
statistical data. 


ARTICLE 


observed value. 

theoretical value. 


The formula is: 


Example: investigator studying the sex ratio 
patent ductus arteriosus. There apparent 
reason why the should not appear with equal 
frequency males and females. 100 affected 
patients the investigator finds that them are 
female and are male. this ratio sufficiently 
different from the expected theoretical ratio 
warrant the conclusion that factors other 
than chance are the reason for the preponderance 
females? 


The number degrees freedom equal one 
less than the number classes data. Here there 
are two classes, male and female, hence one degree 
freedom. Goulden’s text (page found 
table. Probability across the top and degrees 
freedom are down the left-hand side. The values 
for 5%, and 0.1% probability and one degree 
freedom are 3.84, 6.64 and 10.83 respectively. The 
calculated value was 11.56. The interpretation 
these results that less than 0.1% cases 
1000) would deviation large from the 
chance alone. therefore very likely that factors 
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other than chance, e.g. endocrine, heredity, etc., are 
responsible for this deviation from the theoretical. 

More than two classes ratios other than 
may compared follows: Suppose that the 
relative frequencies blood groups are being 
investigated isolated community apparent 
Chinese origin. this assumption the expected 
ratio would 31% 25% 34% 10% AB. 
From random selection 100 people the following 
ratios were found: 0-37, B-30, this 
ratio sufficiently similar the expected suggest 
that any observed difference due sampling error 
does indicate that the original hypothesis 
misleading? 

proceed follows: 


respectively. For D.F. and value 3.53, 
about 30%. Therefore the difference between the 
observed and theoretical data would expected 
occur due chance about 30% cases. The null 
hypothesis that there real difference between 
the observed and the theoretical data upheld. Any 
observed difference most likely due sampling 
error. 

Whenever the investigator gets high value 
may ask himself two questions: 

(1) this unusual sample the hypothetical 
population ratio? 

(2) Does the hypothesis represent the true popula- 
tion ratio? 

This something which the test cannot decide. 
Instead indicates the probability that the observed 
ratio different from the expected. High values 
suggest that the observed ratio unlikely one 
under the conditions the hypothesis. 

The frequency distribution not normally dis- 
tributed but heavily skewed towards the smaller 
values. This due the fact that small deviations 
resulting from sampling error are much more likely 
than are large ones. The frequency dis- 
tribution has lower limit zero and upper one 
infinity. When the number classes two and the 
value one the classes small (less than five), 
there bias arising from the the 
observed distribution, which leads the cal- 
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culation value which too large. Yates’ cor- 
rection for continuity, namely the subtraction 
0.50 from each O-T value before squaring, nearly 
eliminates this bias. there are more than two 
classes and the value any the classes less than 
five, should combined with one the other 
classes and the degrees freedom adjusted accord- 
ingly. 


INDEPENDENCE 


Suppose that the relationship between the dose 
drug given and the clinical response being in- 
vestigated. The clinical response graded follows: 
A—much improvement, B—moderate improvement, 
C—no change deterioration condition. The drug 
100 people. the end specified time interval 
the patients are assessed the effect the drug. 
The results are follows: 


100 


The null hypothesis that therapeutic response 
and the level drug administered are independent 
one another. this so, then the response 
people level the drug should not differ from 
should divided clinical response the same 
ratio given the whole group. Thus the subtotals 
are the basis for calculating the theoretical values, 
level group A—the theoretical value (the 
total group times (the total level 
divided 100 (the total number patients). 
Calculation other theoretical values shown 
the following: 


Group 
Observed 
10.0 
10.64 
Level 
Group 
Observed 
14.40 
Level 100 
15.20 
Level 
100 
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Group 
Observed Theoretical 
11.52 
Leve 100 
12.1 
Leve 100 12.16 
Level Level Level 
The test performed follows: 
Group 
2 
Level —6.08 36.97 3.67 
Level —0.64 0.41 0.04 
Level +6.72 45.16 6.20 
9.91 
Group 
Level —1.40 1.96 0.14 
Level +3.80 14.44 0.95 
Level —2.40 5.76 0.55 
1.64 
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Group 
Level +7.48 55.95 5.06 
Level —3.16 9.99 0.82 
Level —4,32 18.66 2.24 
8.12 


=2x2=4 


For D.F. the values 5%, and 0.1% are 
9.49, 13.28 and 18.46 respectively. The null hypo- 
thesis, that therapeutic response independent 
dose administered, refuted. The probability that 
the increased therapeutic response from the in- 
creased dosage administered due chance less 
than 1000. Therapeutic response highly 
dependent upon dosage drug administered. 


SUMMARY 


The chi square test goodness fit and chi square 
for independence enable one compare theoretical 
expected ratios with those obtained experiment. 
The methods performing the tests are explained 
and examples each are given. 


PAGES OUT THE PAST: FROM THE JOURNAL FIFTY YEARS AGO 


HOSPITAL TROUBLES HALIFAX 


From time time there have been indications that all was 
not going smoothly the Victoria General Hospital 
Halifax. Into the long history all these troubles not 
our intention, present, enter, but may note that 
for several years the hospital has been administered directly 
the government Nova Scotia, which responsible 
for its maintenance, and that one the charges its 
critics that party politics figure too largely the 
management the hospital the consideration 
appointments. must also admit that there seems 
some incompatibility ideas, not temper, among 
the staff. The government has recently appointed com- 
mission administer the affairs the hospital, and sincere 
hopes are entertained that new era dawning for this 
important institution, and that may soon command, even 
more than has done, the trust and support the pro- 
fession and public throughout the province. Considering all 
the circumstances the case, the previous history the 
hospital, the numerous interests, frequently conflicting, 
are involved, the atmosphere party politics has 
been made surround the hospital, local prejudices and 
professional animosities, the commission has easy task 


before The personnel, however, the commission com- 
mands the respect and confidence the whole community, 
and believe each member animated sincere 
desire devise such improvements general management 
and such scheme medical organization shall place 
the hospital position fulfill all the functions 
first-class institution. 

hospital has three functions. The first generally 
recognized,—it place for the treatment sick and 
injured Secondly, the place where properly 

ucated persons are trained and treat disease. 
This its educative function. the technical school 
medicine. the third place, has scientific function. 
must contribute the general store knowledge. 
the great laboratory medical science. hospital, 
least public hospital, doing all its duty unless 
serves these three purposes. secure such results 
hospital service, thorough organization its medical 
staff demanded. each department, medical, surgical, 
and, the hospital large one, the various special 
departments, there should chief visiting officer with 
assistant, senior and junior assistants, and resident 
medical officer.—Excerpt from editorial, Canadian Medical 
Association Journal, 254, March 1911. 
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CASE REPORTS 


LOCALIZED PSEUDOANTHRAX 
YEO, M.B., B.S., Gainsborough, Sask. 


G.H., farmer, was first seen July 
1960, complaining small lump the dorsum 
the right hand the base the forefinger. had 
first noted this swelling one week previously and said 
that had been slowly increasing size since that 
time. had not discharged any material and was only 
occasionally tender. The patient’s health was unimpaired 
and his past history was irrelevant. There had been 
history trauma the hand, and had never 
experienced similar lesions elsewhere. his farm work 
had history contact with domestic animals, 
particularly cows, but all his cattle were apparently 
healthy and had recently been screened veterinary 
surgeon. 

Examination revealed non-tender cystic swelling, 
cm. diameter its base and mm. depth, with 
surrounding indurated border remarkably free 
erythema. The cyst was dark brownish colour owing 
the underlying serosanguineous cystic fluid, which 
was aspirated with care. Despite the absence signs 
acute inflammation, isolated, enlarged, slightly 
tender lymph node was palpable the right axilla. The 
patient was afebrile and appeared good health. The 
remainder his physical examination revealed 
abnormal findings. 

diagnosis localized anthrax could not 
excluded, the fluid aspirated from the cystic swelling 
was sent for bacteriological examination and the patient 
was isolated hospital and treated with chloram- 
phenicol. 

preliminary bacteriological report received 
July indicated that culture the fluid from 
the lesion was growing organism which was either 
cereus megaterium (the latter also known 
anthracoides pseudoanthracis). Since both 
these organisms are generally regarded non- 
pathogenic humans, chloramphenicol was discon- 
tinued and the patient was discharged from hospital, 
his local lesion and clinical condition unchanged. 

was kept under observation for the next month, 
during which time the lesion gradually disappeared 
without discharge, slough scar, and the axillary 
lymph node was longer enlarged, tender palpable. 

Final bacteriological differentiation the organism 
was carried out the Laboratory Hygiene, Ottawa, 
where was identified megaterium. 


DISCUSSION 


megaterium (B. anthracoides; pseudoan- 
thracis) forms powerful hemolysin, most active 
against the red blood cells man, monkey and the 
guinea-pig. The presence oxygen necessary 
for its When injected subcutane- 
ously guinea-pigs, gives rise large local 
swelling with subsequent necrosis. Intravenous 
intraperitoneal injection guinea-pigs results 
hemoglobinuria but does not cause death except 


when given large doses, approximately c.c. 
more. According Warden, Connel and Holly, 
this hemolysin identical with the lethal toxin 
which this organism capable producing and 
which results abdominal distension, hemolysis, 
sanguineous transudation into the intestine and 
exsanguination into the peritoneal 
cavities and interstitial tissues the thighs. 

humans, lesions due megaterium are rare, 
and the organism usually regarded non-patho- 
genic man. Its main clinical significance lies 
the importance differentiating from anthra- 
cis, Nevertheless, the case other organisms 
regarded non-pathogenic, possible that 
megaterium may acquire enhanced virulence and 
assume pathogenic potentialities for man, just as, 
rare instances, subtilis may cause fatal septi- 
cemia and cereus may produce lethal toxin 
starchy food that capable causing major out- 
breaks food poisoning. 


SUMMARY 


case localized pseudoanthrax due infection 
megaterium (B. anthracoides: pseudoanthracis) 
was observed 54-year-old farmer. 

This infection was manifested clinically super- 
ficial bullous lesion, cm. diameter, located the 
dorsum the hand the base the index finger. 
single, enlarged, slightly tender axillary lymph node 
was palpable the side the lesion. The patient 
was not systemically ill and the local lesion and lymph- 
adenopathy subsided completely four five weeks 
with discharge, slough scar. 

This case reported illustrate the importance 
such infections due megaterium the differential 
diagnosis anthrax and demonstrate that organisms 
which are generally considered non-pathogenic may, 
occasion, assume enhanced virulence and become 
potentially pathogenic humans. 


The author grateful Dr. Dillenberg the 
Province Saskatchewan, Department Health, Division 
Laboratories, Regina, for his assistance the investiga- 
tion this case and for providing information regarding 
the bacteriological characteristics and pathogenicity the 
infecting organism. 


PAGES OUT THE PAST: FROM THE 
JOURNAL FIFTY YEARS AGO 


TEACHING PANTOMIME 


Pantomime, that is, series actions, such gestures 
and postures, for the purpose conveying ideas informa- 
tion, the lowest form expression. very commonl 
employed conversing with persons who are deaf, with 
primitive peoples, and the teaching medicine. 

Surgeons, speaking appendicitis, for example, are 
not content with mentioning McBurney’s point, but place 
the hand upon their own anatomy between the anterior 
superior spine the ilium and the umbilicus.—Excerpt from 
editorial, Canadian Medical Association Journal, 260, 
March 1911. 
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LOWER NEPHRON NEPHROSIS 
DUE CONCENTRATED 
LYSOL VAGINAL DOUCHES: 

REPORT TWO CASES 


KARL FINZER, M.D., 
Buffalo, New York, U.S.A. 


education the public, prenatal 
clinics and constant research, maternal mortality 
has shown impressive decrease over the past 
two decades, but mortality was still not inconsider- 
able 1959. These maternal deaths are caused 
variety complications pregnancy and labour, 
one which abortion, particularly self-induced 
abortion which frequently prompted desperate 
social situations. This continues take its annual 
toll maternal life. 

This report will present the case histories two 
patients who tried induce abortion self-ad- 
ministered concentrated Lysol vaginal douches. 
Both cases were complicated lower nephron 
nephrosis, and little found the literature 
this connection. 

Lysol commercial preparation consisting 
50% mixture cresol member the phenol 
group) with linseed oil soap. antiseptic 
about three times efficient phenol. Its action 
similar that phenol. 

The toxicity cresol well known, and its 
action has been well Besides the local 
corrosive action, kidney damage frequently en- 
countered, particularly the chemical ingested 
orally. Von mentions similar renal 
damage after intrauterine application cresol but 
provides case references reports. According 
cause tubular necrosis. Presley and 
partial review the literature, reported only one 
case the use Lysol other phenol compounds 
abortifacients, addition three cases their 
own. Vance* described one such case which was 
complicated oil embolism. Witthaus and Becker* 
briefly mention three cases with one death. Other 
reports deal with soft soap pastes instilled the 
uterine cavity induce abortions. These pastes 
contained phenol compounds negligibly small 
amounts Such pastes were frequently 
used for therapeutic abortions the 
Though the foregoing may not constitute 
complete review the literature, none the 
countered. 


1.—The first patient was 32-year-old, single, 
para gravida II, French Canadian woman, her 
sixth month pregnancy. She was admitted through 
the emergency department the Ottawa Civic Hospital 
with all the signs inevitable abortion. She con- 
fessed having used vaginal douche 
solution Lysol water. The first uterine con- 
tractions were noticed hours later, and vaginal 
bleeding commenced shortly thereafter. The placenta 
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and fetus were passed after hours labour. The 
day after admission renal shut-down became evident, 
urinary output being only 200 c.c. Three days later 
the blood urea nitrogen value and serum electrolyte 
patterns were consistent with lower nephron nephro- 
sis. The blood urea nitrogen reached peak 170 
mg. the sixth day the hospital renal function 
began improve and thereafter she excreted increas- 
ing amounts urine each day. Within four weeks the 
serum electrolytes and renal function tests returned 
within normal limits, and the patient was sent home. 
should mentioned that this case there was 
shortly after admission the additional complication 
afibrinogenemia, which was successfully treated the 
administration fibrinogen. She returned the hos- 
pital three months later with serum hepatitis, but has 
otherwise remained well. 


2.—The second patient was 26-year-old 
French Canadian woman, married, but separated from 
her She was para IV, gravida and 
months pregnant. She had used vaginal douche 
concentrated Lysol solution hours before admission. 
admission she complained severe burning sensa- 
tion the area vulva, perineum and adjacent thighs. 
examination there was erythema the thighs and 
vulva. Vaginal bleeding was moderate. Pieces placen- 
tal tissue were passed but the abortion remained in- 
complete. The day after admission renal shut-down 
became apparent, with 24-hour urine volume only 
150 the same day her blood urea nitrogen rose 
mg. and reached peak 127 mg. the 
third day. full-blown picture lower nephron neph- 
rosis developed rapidly this case. Attempts cor- 
rect the electrolyte imbalance were vain. The patient’s 
condition deteriorated rapidly and she died the 
day acute pulmonary edema. Postmortem examina- 
tion confirmed the diagnosis pulmonary edema and 
tubular necrosis, There was evidence peritonitis. 


These two cases are reported emphasize the 
importance maintaining careful observations 
renal function all patients with abortions, even 
the absence shock. Thus renal shut-down may 
detected early and treated properly. Otherwise 
such patients may easily overhydrated, particu- 
larly view the current use liberal intra- 
venous infusions. 


SUMMARY 


Two cases lower nephron nephrosis after Lysol 
vaginal douche are described. One patient was sent 
home cured after four weeks the hospital; the second 
died sixth day the hospital. These two case 
reports draw attention complication criminal 
abortion which may more frequent than generally 
realized. 


wish express thanks York for permission 
publish these cases. 
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SHORT COMMUNICATION 


CHLORAMPHENICOL THERAPY: 
WARNING* 


EARL KRIEGER, M.D., Willowdale, Ont. 


THE literature since 1950 frequent articles indi- 
cating the danger the indiscriminate use chlor- 
amphenicol have been recently 
April 1960 the Subcommittee Blood Dyscrasias 
the American Medical Association noted “the 
increase the receipt reports the Registry 
Blood Dyscrasias which chloramphenicol 
associated with the development blood dys- 
This communication plea for the 
rational use chloramphenicol. 


the Hospital for Sick Children, Toronto, 
12-month period ending June 1960, four children 
with blood dyscrasias probably due chloram- 
phenicol therapy were observed. Two children had 
agranulocytosis; the other two had aplastic anemia. 


Recently there appears have been unwar- 
ranted increase the use chloramphenicol. The 
pressure from sales organizations pharmaceutical 
companies has intensified. The prescribing chlor- 
amphenicol imported from Europe appears have 
greatly increased. One large centrally located 
Toronto pharmacy reports that the amount 
chloramphenicol that was dispensed during 
October 1960 was two and one-quarter times the 
amount dispensed during October further 
comparison between these two months did not 
reveal any appreciable difference their total vol- 
ume business the ameunt illness. 


The chemical nature chloramphenicol indi- 
cates that the drug can produce bone marrow de- 
pression. Krakoff have demonstrated that 
large doses chloramphenicol have depressant 
action hematopoiesis. Four patients with in- 
operable and far-advanced cancer were given mas- 
sive doses chloramphenicol mouth. The maxi- 
mum daily dose varied from The total 
dose per course varied from 184 The dura- 
tion the course varied from days. Three 
the four patients had two courses. All the pa- 
tients showed significant reticulocytopenia. Only 
one patient showed decrease the number 
platelets and white blood cells, The drug had 
discontinued the other three patients because 
the appearance glossitis. The glossitis and all 
the hematological changes were reversible with 
discontinuation the drug. 


Some authorities believe that usually the 
total amount the drug given rather than 
idiosyncrasy that involved producing blood 
dyscrasia. recommended that adults 


*From the Department Pediatrics, the Hospital for Sick 
Children, Terente. 


total dose should not exceeded; that 
children the total dose .should not exceed the 
equivalent 100 mg. per kg. body weight daily 
for seven days; and that the length treatment 
should not exceed days. the cases that 
reported with blood dyscrasias, three adults 
and five children received less than this total 
amount chloramphenicol. Only two the afore- 
mentioned five children received chloramphenicol 
for than days. Since idiosyncrasy often 
seems more important than total dosage, Hodgkin- 
recommendations have limited value. 

Several investigators have been concerned with 
the problem the hematopoietic response chlor- 
amphenicol toxicity. Rubin have reported 
the changes iron metabolism early chloram- 
phenicol toxicity. Rosenbach have reported 
two cases which some unusual bone marrow 
changes were shown after chloramphenicol adminis- 
tration. They noted: “In both cases the bone mar- 
row revealed indications maturation arrest, with 
striking vacuolization the erythroid elements; 
when the drug was discontinued, these changes 
disappeared, and the patients recovered, These 
findings may represent another recognizable early 
change chloramphenicol toxicity.” 

The following summary the hematological 
changes occurring result chloramphenicol 
These changes can divided into three 
categories: 


Ferrokinetics 


plasma and delayed incorporation the 
circulating red cells. 

Elevation the plasma iron with increased 
saturation the plasma iron-binding globulin. 


Bone Marrow 


Arrest maturation the erythroid series. 

Vacuolization the erythroid series (as well 
present 50% cases. 

Hypoplasia with eventual aplasia. 


Peripheral Blood 


Fall reticulocyte count resulting 

Leukopenia and/or agranulocytosis. 

Thrombocytopenia. 

The incidence blood dyscrasias due chlor- 
amphenicol therapy low but not negligible. The 
and but these figures are probably 
meaningless because adequate survey has been 
Although the amount the drug 
given, the length time the drug and 
whether the treatment intermittent 
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rupted, are all probably factors the incidence 
hematopoietic reactions, the most important 
factor appears idiosyncrasy the drug. 

American survey which covered all severe 
reactions antibiotics from late 1953 early 1957, 
deaths occurred shock 
caused the intramuscular injection peni- 
cillin preparation and deaths occurred from 
blood dyscrasias associated with chloramphenicol 

acquired aplastic anemia, chloramphenicol was 
considered the probable causative agent. 
Rosenbach report that cases aplastic 
anemia seen their clinic between 1957 and May 
1960, eight (27% had been associated with chlor- 
amphenicol administration. 

What done prevent the occurrence 
blood dyscrasias due chloramphenicol thera- 
py? The most obvious and probably the best answer 
that chloramphenicol should resorted only 
when the indications for its use are unequivocal. 
Each case considered for therapy must assessed 
individually. prolonged treatment, osteo- 
myelitis, massive treatment, influenzal 
meningitis, are contemplated, the dangers must 
weighed against the potential benefits, Errors 
‘prescribing chloramphenicol and neglecting 
discontinue administration the drug when indi- 
cated have been implicated some cases where 
blood dyscrasias have occurred. 

Most individuals can tolerate large doses 
chloramphenicol for prolonged periods without ill 
effect. The difficulty appears detecting the 
person who has idiosyncrasy the drug. Al- 
though latent period from five eight weeks 
frequently occurs between the discontinuation 
chloramphenicol and the appearance symptoms 
aplastic anemia, routine white blood cell counts, 
reticulocyte counts, and hemoglobin determinations 
(and possibly bone marrow examinations) when 
the patient receiving the drug should per- 
formed, because bone marrow depression may 
reversible the drug stopped time. 

Aside from the toxic effect the bone marrow, 
consideration should also given the following 
factors when chloramphenicol prescribed: 

Its use for newborn and premature infants.— 
With high dosage chloramphenicol premature 
and newborn infants, symptoms appear the 
following order: abdominal distension, with 
emesis; progressive pallid cyanosis; 
vasomotor collapse, frequently accompanied 
irregular respiration; and sometimes death within 
few hours onset these symptoms. Some 
clinicians describe this condition the “grey 
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Proper dosage.—Chloramphenicol dosage not 
infrequently erroneously believed the same 
that for tetracycline. The chloramphenicol dosage 
generally twice the amount tetracycline. The 
usually recommended chloramphenicol 
mouth for children over two years age, for 
infections other than meningitis, 100 mg. per kg. 
daily. The dosage for tetracycline mouth 
mg. per kg. daily maximum daily. 

Erratic absorption palmitate—Even when 
lack gastrointestinal enzymes not suspected, 
the absorption the palmitate has been reported 


The development staphylococcal entero- 
the bowel has been observed, though infrequently, 
with chloramphenicol therapy. 


This communication can summarized 
quoting the last paragraph the 1960 report the 
Subcommittee Blood Dyscrasias the Ameri- 
can Medical Association: “Although the subcom- 
mittee recognizes that chloramphenicol valuable 
antibiotic, also the opinion the subcommittee 
that there longer reasonable doubt that 
chloramphenicol may cause aplastic anemia. Peri- 
odic blood cell counts may some help; how- 
ever, they cannot relied detect signs 
marrow toxicity sufficiently early that chlor- 
amphenicol administration can discontinued be- 
fore irreversible anemia develops. There- 
fore, judicious use the drug must the rule, 
and should not used prophylactically, trivial 
infections, infections which other, less 
dangerous antibiotics may used 


wish thank Drs. Roy, Wake and Tede- 
schini for their help and criticism the preparation 
this communication. 
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CuRRENT CONCEPTS IMMUNOLOGY: THE 
THEORY CLONAL SELECTION 


MONG THE mast exciting and potentially far- 

reaching advances the modern world 
medicine are those that are unfolding the field 
immunology. The significance these develop- 
ments was recognized the joint award the 
1960 Nobel prize medicine two brilliant ex- 
ponents this branch medical science. These 
modern immunologic concepts have fundamental 
bearing such broad range medical and 
surgical problems that proposed review 
some their highlights series editorials 
this and subsequent issues the Journal. 

The practical application immunologic theory 
clinical medicine had its origin late the 18th 
century with Jenner’s discovery the principle 
immunity, dramatically demonstrated the 
protection that his vaccine provided against small- 
pox. 

For nearly century and half thereafter clas- 
sical immunology evolved from the study 
cellular, and more particularly humoral, factors 
concerned the defence the organism against 
invasion foreign substances, bacterial chemi- 
cal, from without. The pursuit these studies was 
rewarded considerable success that, today, 
effective immunization techniques have been de- 
veloped against most infectious diseases that are 
not controlled public health measures that 
are not susceptible antibiotics chemotherapy. 

Largely the past decade the concept im- 
munology has been expanded far beyond the 
narrow confines immunization against infection. 
Thus the modern immunologist has become more 
concerned with the understanding what happens 
individual when becomes immune. 
has learned that immune mechanisms may 
harmful well beneficial protective; has 
begun explore possible ways and means 
which these mechansisms can circumvented 
the interests therapy surgical repair; and 
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engaged intensive studies the manner 
which their spontaneous malfunctioning gives rise 
serious disease. 

Modern orthodox immunologic theory holds 
that the central feature immunity the pro- 
duction antibody specialized group 
tissue cells, the plasma cells. Antibody can 
identified its physical properties gamma 
globulin, and each antibody has specific affinity 
for the particular antigen that stimulates its pro- 
duction. antigen may part virus, bac- 
terium foreign tissue cell may protein 
polysaccharide fragment these moieties. Anti- 
body protects the organism against foreign sub- 
stances combining with them and rendering 
them inactive. Both antigen and antibody consist 
molecules composed large number atoms 
and both possess molecular weights the range 
160,000, about 10,000 times the weight 
atom oxygen. The actual sites which antigen 
and antibody combine with each other, however, 
represent only small these complex 
three five the several hundred amino acid units 
average protein comparably small number 
the monosaccharide units polysaccharide. 
These small units where union takes place between 
antigen and antibody are known “antigenic 
determinants” the antigen, and “specific 
patches” the antibody, and they fit into each 
jigsaw puzzle. 

this point there divergence opinion 
concerning the mechanism which the precise 
interlocking pattern between antigen and antibody 
Arising out the concepts Ehrlich, 
Landsteiner and Pauling came the theory that the 
specific patch the antibody acquires its pattern 
being synthesized contact with the antigenic 
determinant. This theory presumes that the antigen 
taken into the cell and incorporated into the 
globulin molecule while the latter being as- 
sembled from amino acid units the 
machinery synthesis. The globulin being brought 
into contact with the, antigen moulded into the 
appropriate complementary pattern. This the 
simplest form what Lederberg has termed the 
“instructive theory” antibody formation; based 
the concept that the information from which 
each specific antibody constructed supplied 
the antigenic determinant itself, the latter “in- 
structing” the cells concerned the details 
antibody manufacture. 

has been pointed out, however, that this “in- 
structive theory” fails explain several significant 
immunologic phenomena, such the persistence 
immunity long after the antigenic stimulus has 


applied, and the origin group disorders 


that have been attributed immunological re- 
actions the body one more its own 
components, the so-called autoimmune diseases. 
Accordingly fundamentally different view has 
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been advanced the “selection theory” anti- 
body formation which holds that antibody mole- 
cules, like any other protein molecules, are fabri- 
cated according genetic instructions contained 
the nucleus the manufacturing cell. 
time does information from without enter the cell 
influence antibody manufacture. Instead, for 
each one myriads possible foreign antigens 
the body already possesses cell group 
cells genetically capable synthesizing the ap- 
propriate antibody. Each these cells cell 
groups “knows” how make specific antibody even 
the antigen never enters the body. The function 
antigen, this concept, merely select and 
stimulate proliferation the appropriate group 
cells, thereby leading increasing production 
the required antibody. These groups “popula- 
tions” cells, which reproduce asexual division, 
are referred “clones” and being equipped 
respond antigen, they are spoken being 
“immunologically competent”. 


Most proteins are antigenic organism that. 
has not been concerned with their production. 
While capable producing antibody against any 
protein other substance appropriate mole- 
cular character that not present within it, the 
body does not normally produce antibodies against 
its own tissues. This implies that each individual 
organism possesses some mechanism whereby 
can recognize and distinguish that which “self” 
from that which This mechanism has 
been likened Jerne dictionary that the body 
must consult decide whether given “word” 
chemical configuration) foreign belongs 
its own language. Current thought holds that 
this dictionary lists only foreign “words”, pat- 
terns, large numbers which among them can 
offer complementary specific antibody patch 
correspond with every. possible antigenic determin- 
ant. The lymphocytes are the most likely carriers 
the “words” antibody patterns. the early 
stages embryonic development assumed that 
the ancestors these cells are highly mutable, their 
genetic material changing spontaneously and 
random fashion, creating all possible antibody 
patterns. Each mutated cell gives rise small 
group clone cells, all identical, and all carry- 
ing the pattern for one or, most, few specific 
antibodies. Because the mutation process 
random one would create cells capable making 
antibodies against antigenic components the 
body’s own tissues but such cells are destroyed 
contact with their own antigen the process 
normal embryonic development. other words, 
during early embryonic phase, “forbidden 
clones” that match are eliminated 
they arise and this process referred 
“immunologic homeostasis”. Foreign antigens may 
rarely reach embryo, the case non- 
identical twins sharing single placenta, 
case they come accepted “self”. Later 
embryonic life the rate mutations these “im- 
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munologically competent” cells decreases that 
all other adult cells the body. (It has been 
estimated that million cells the normal 
adult body undergo mutation daily.) “Forbidden 
clones” would thus continue arise, but with less 
frequency, and would normally destroyed 
inhibited while still immature. Once immunologic- 
ally competent cells reach maturity, however, 
rather than being destroyed their appropriate 
antigen, they are stimulated proliferate, 
producing among their offspring large numbers 
the plasma cells that probably manufacture the 
actual antibody molecules which combine with 
and de-activate foreign antigens. 

This hypothesis called the Clonal Selection 
Theory because the action the antigen solely 
select for proliferation that particular clone 
cells which can react with it. 

Occasionally this mechanism immunologic 
homeostasis whereby the body recognizes “self” 
components becomes deranged, with the resulting 
production group disorders termed “auto- 
immune The clonal selection theory 
postulates that this phenomenon occurs when 
“forbidden clone”, through mutation some other 
mechanism, achieves state abnormal protection 
from destruction inhibition its correspond- 
ing antigen. 

the words Sir Macfarlane Burnet, whose 
studies have developed the clonal selection theory 
immunity its present state: “This may 
mere cobweb phantasy, but more opti- 
mistic moments can hope that may also function 
like Ariadne’s thread guide effectively through 
part that biological labyrinth, the process 
differentiation.” 
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SoME MEDICAL SERVICES 


January 1960 series resolutions was 
adopted the Council Ministers the Union 
Soviet Socialist Republics, with the objective 
improving health protection and medical services 
for Soviet citizens. Discussing these resolutions, 
Vinodradov, Minister Health the Feder- 
ation Russian Socialist Republics (to dis- 
tinguished from the Union Soviet Socialist Re- 
publics), concentrated the shortcomings 
medical clinics (known “ambulances” the 
U.S.S.R.) and hospital outpatient departments (or 
“polyclinics”) (Sovetskaya Meditsina, 1960). 

The vast majority Russian under 
the medical care physicians whose distribution 
throughout the Russian Federation, said, far 
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from satisfactory. Although smaller cities there 
one doctor for each 4300 citizens, some the 
more remote autonomous republics 
there may many 5000 8000 persons for 
every physician. Redistribution medical person- 
nel being undertaken but date has not been 
accomplished satisfactorily. Diagnostic, prophy- 
lactic and therapeutic services have been greatly 
improved many outpatient centres but still leave 
much desired the majority these insti- 
tutions. major problem solved the over- 
burdening district physicians and the medical 
staffs clinics and hospital outpatient departments 
with such duties the completion forms and 
certificates, which reduces the time they can devote 
clinical activities. was recommended that 
district physicians should spared the time-con- 
suming duties building inspections and similar 
prophylactic health measures which should taken 
over sanitary workers. Pre-employment medical 
examination every industrial worker was not 
considered necessary the Health Minister, who 
felt that such examinations are required only 
applicants for potentially dangerous occupations. 

the past years the numbers medical 
personnel outpatient services has increased 
46.9%; over the same period there has been 
71.1% increase hospital medical staff although 
hospital bed accommodation rose only 54%. 
These data were taken indicate the need for 
more effective utilization physician services 
the various medical institutions. 

The necessity raising standards qualifications 
district physicians and doctors working hospi- 
tal outpatient departments (polyclinics) was also 
emphasized. Most the latter are now incorpor- 
ated central hospitals where they provide funda- 
mentally important facilities for postgraduate 
teaching. Throughout the cities the Russian 
Federation Socialist Republics there still 
major shortage housing accommodation for out- 
patient institutions. some cases single room 
used simultaneously two doctors, the detri- 
ment their psychotherapeutic efforts and their 
authority dealing with individual patients. 

basic importance the outpatient organiza- 
tion the district physician (the Soviet equivalent 
the family doctor). The Health Minister the 
Russian Federation considered that his Ministry had 
underestimated the role the district physicians 
and had failed create conditions necessary for 
the efficient conduct their work, with the result 
that the number such doctors has not been in- 
creased the minimum required for the adequate 
care the population dependent their services. 
announced his Ministry’s intention devote 
its attention and efforts towards improvement 
qualifications and working conditions the district 
physicians and described its plans relieve these 
doctors many their present duties not im- 
mediately associated with therapeutic 
ventive medicine. 
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recommended further that young physicians 
should not permitted engage practice im- 
mediately after graduation but should spend 
least six months postgraduate training hospi- 
tal setting. 

The Minister then announced the following plans 
for future development medical services the 
Russian Federation. every city with popula- 
tion over 200,000 there will one 
with “organization centre” for special statistical 
research evaluate the efficiency the com- 
munity’s medical care. For every 50,000 citizens 
the services urologist and endocrinologist 
will ‘available for adults and children. Cities 
200,000 more will provided with traumato- 
logical services, and 1962, stomalological (dental) 
services will available, particularly for children, 
all major centres. Dispensaries will opened 
outpatient departments, and sales “hygienic 
and sanitary articles” will increased. Hospital 
doctors will allowed issue certificates in- 
capacity for work, for periods days, and 
chief physicians will have authority extend this 
period days. network medical and 
industrial health points will created for the 
protection workers, particularly those employed 
industrial enterprises. 

Closer liaison between medical scientists and 
practitioners being promoted Rostov the 
patriotic academic staff that city’s Medical Insti- 
tute who, addition their regular teaching 
duties, act consultants the city’s hospitals and 
outpatient departments, thereby extending the 
benefits their skills the provision clinical 
care for patients and graduate teaching the 
doctors outlying districts. This type program 
was acclaimed example for the rest the 
nation. 

Regardless his specialty, proclaimed the Health 
Minister, every doctor must familiarize himself with 
the principles prophylactic preventive medi- 
cine well those diagnosis and treatment. 
Medical institutes, said, must become centres 
health culture and education the public hy- 
gienic principles. referred some “300 uni- 
versities health” which over 500,000 citizens 
each year study the basic features hygiene and 
preventive medicine, example co-operation 
between party and populace. 

concluding his remarks the Minister observed 
that “the government has issued decree which 
our duty carry out, indeed exceed, for the 
benefit the people our country who are build- 
ing the communist society.” 

This lengthy and forthright address provides 
glimpse some the facets the 
state-controlled program medical services 
exists Russia today, and the forces that direct 
and guide it. 
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INTRAVENOUS HUMAN FIBRINOLYSIN 
THE TREATMENT 
INTRAVASCULAR THROMBOSIS 


the Editor: 


would like comment the article Drs. 
Watt and MacMillan (Canad. J., 83: 1436, 1960) 
which reported “no objective evidence improvement” 
any patients with “recent intravascular throm- 
bosis” when treated with fibrinolysin. This communica- 
tion also reported febrile reactions the 
patients. 

goes without saying that the advent effective 
and harmless agent for dissolution intravascular clots 
would advance the first magnitude. trust, 
therefore, that the results obtained these authors 
will not accepted without second look the 
evidence. 

The high incidence febrile reactions makes 
suspect that the material used was 
batches prepared few years ago, because these batches 
were found several workers give this type 
trouble and because with the present commercial 
product such reactions are exceptional. seven pa- 
tients personally observed, not one showed febrile 
reaction. 

would pertinent ask how after the onset 
thrombosis the fibrinolysin was administered, because 
taken that treatment must started before epi- 
thelialization has occurred—as soon possible, other 
words, and certainly within four five days. 

now well documented that venous thrombosis 
more susceptible than arterial and that dosage for 
arterial lesions must substantially greater. 
own seven cases, there was demonstrable benefit 
two instances surgery diseased arteries, but this 
hard evaluate; there was apparent reduction 
size visible clot retinal arteriole that 
moved from astride bifurcation into one the 
branches; there was clear improvement all four 
cases massive pulmonary embolism and, indeed, 
one patient the effect was probably life-saving far 
could judged the attending physician. 

excellent and conservative evaluation the 
present status fibrinolysin therapy was afforded 
Montreal when Dr. Moser delivered the 
Hingston Memorial Lecture St. Mary’s Hospital last 
November. His experience parallels that reported 
the symposium cited! and refutes the completely nega- 
tive results Watt and MacMillan. While have not 
myself carried out vitro testing, understand that 
this means easy accomplish and that results 
have varied widely from one laboratory another. 
the many recent papers the subject fibrinolysin, 
append two references which warrant 
attention. Harris, M.D., F.R.C.P. 
1375 Sherwood Crescent, 

Town Mount Royal, Que. 


Symposium: Clinical effects activity, 
Angiology, 10: 243-331, 1959 (whole issue). 

Moser, M., SULAVIK, AND C.: Circula- 
tion, 21: 337, 1960. 

S.: Surgery, 48: 469, 1960. 
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the Editor: 


Dr. Cecil Harris correct his suspicion that the 
fibrinolysin “Actase” used our study was research 
material. did not test the commercial product 
clinically but found, vitro, that was unable 
dissolve fibrin. 

The method used for vitro tests was the standard, 
widely accepted fibrin plate method evaluated 
Astrup (Physiol. scandinav., 21: 238, 1950). Results 
with this method not vary widely from one labora- 
tory another. repeat that material described 
fibrinolysin (Plasmin) should capable dissolving 
fibrin vitro. far, repeated testing different lots 
neither research nor commercial Actase has shown this 
property. Slight streptokinase activity has been noted 
and the beneficial clinical effects described some 
investigators could due streptokinase. this 
so, then Actase expensive way provide strepto- 
kinase. 

all cases the drug was started within hours 
the clinical manifestations the thrombotic process. 

question Dr. Harris’ interpretation “clear im- 
provement four cases massive pulmonary embol- 
ism”. Most the patients who survive the acute attack 
recover completely anticoagulant therapy alone. 

Refute means prove error. Our completely 
negative results are not refuted Dr. 
experience. Each reported series stands its own 
merits. agree with Dr. Harris’ advice take 
second look the evidence. This what the reader 


will arrive his own interpretation the results. 


M.D. 
284 St. Clair Avenue West, 
Toronto. 


STRABISMUS COMPLICATION 
INFLUENZA 


the Editor: 


Last November and December, influenza was preva- 
lent the Chinook Health Unit area (Town Fort 
Macleod and district Southern Alberta). affected 
mainly and most severely children between the ages 
one and six years. 

The signs and symptoms were fairly constant, con- 
sisting sudden onset with anorexia and pyrexia 
(between 103 and 105.5° F.) and often accompanied 
gastrointestinal disturbances such vomiting and 
diarrhea. The acute phase usually lasted from three 
five days. was noted that several children developed 
definite and marked squint. This complication had 
also been noted some the local physicians. 
checking these children was found that the squint 
disappeared completely four six weeks. 

Central nervous system complications, especially 
encephalitis, are well known but have never seen 
strabismus reported following influenza. When 
complication encountered for the first time may 
give rise concern, and might useful know 
that the strabismus only transient nature. 
Chinook Health Unit, M.B., 
Blairmore, Alta. Medical Officer Health. 


THE EDITOR 


556 NOTES 


Canad. 
Mar. 11, 1961, vol. 


COME 
MONTREAL! 


FOR THE 


94th 


ANNUAL MEETING 
THE CANADIAN 
MEDICAL ASSOCIATION 
JUNE 19-23, 1961 


Canadian Government Travel Bureau, Ottawa 


Visitors view Montreal from the lookout atop Mount Royal. 


PROGRAM 


For some months the Central and Local Program 
Committees the C.M.A. have been concentrating 
Scientific Program designed acquaint general prac- 
titioners with new developments diagnosis and treat- 
ment. These Teaching Sessions will commence 
Tuesday morning, June 20, and will continue through- 
out most the following three days. they are 
the nature refresher courses they will embrace panel 
discussions medicine, surgery, pediatrics, anesthesia, 
obstetrics and gynecology. 

The General Sessions Wednesday and Thursday 
will include three special speakers medicine, anes- 
thesia and psychiatry. Thursday morning, the 
Lister Oration will presented Dr. Hugo Rosen- 
qvist, distinguished surgeon-in-chief the South 
Hospital, Stockholm, Sweden. Other General Session 
speakers will include: Dr. Charles Fisher, Depart- 
ment Neurology, Massachusetts General Hospital; 
Dr. LeRoy Vandam, Department Anesthesiology, 
Peter Bent Brigham Hospital, Boston; and Dr. Ewen 
Cameron, Allan Memorial Institute, Montreal. Friday, 
June 23, has been set aside Medical Economics day, 
which will include number addresses and panel 
discussions medical services insurance and other 
economic matters topical interest. this time, the 
Hon. Emmett Hall, Chief Justice the Province 
Saskatchewan, will speak “The Role the Royal 
Commission Health Services”. Chief Justice Hall was 
recently named Chairman the Royal Commission 
Health Services, Prime Minister Diefenbaker. 
the same program, Dr. Quintin, member the 
C.M.A. Executive, will talk “Health Insurance 
Australia”; and Dr. Hugo will speak the 
same subject insofar Sweden concerned. Other 
medical economics topics will include “Government 
and Medicine” and “Existing Deficiencies Health 
Services—the Saskatchewan Experience”. Another 
Scientific Program feature will the showing 
several medical films dealing with clinical topics. 


PROGRAM 


The Planning Committees Montreal have also 
arranged number interesting social events, which 
will commence Monday evening, June 19, when 
members and their wives will participate wine- 
tasting supper party. This event will take place the 
Museum Fine Arts, and those present will have the 
opportunity tasting some twelve different imported 
wines accompanied similar number cheeses. 
The meal will rounded out with special hors 
d’oeuvres and pastries. Tuesday evening, the Annual 
Dinner the General Council will take place the 
Ballroom the Queen Elizabeth Hotel, and special 
musical entertainment has been arranged for this 
occasion. All are invited. The highlight our con- 
vention week will the Annual General Meeting, 
which will commence 8.15 p.m. Wednesday, 
June 21. this time the colourful ceremony the 
installation the President will take place; and His 
Excellency Major-General Georges Vanier, D.S.O., 
M.C., C.D., Governor General Canada, will made 
honorary member the C.M.A. interesting 
note that this only the third time the history 
the C.M.A. that non-medical person has been awarded 
this honour. The other two honorary memberships were 
presented the Right Honourable Vincent Massey, 
former Governor General Canada; and His Royal 
Highness The Prince Philip, Duke Edinburgh. 
addition the above, the Canadian Medical Associa- 
tion will honour its Senior Members who have been 
nominated their respective Divisions. 


Details the ladies’ program will appear later 
edition the Journal along with other program high- 
lights. 


MONTREAL 


C.M.A. delegates visiting Montreal for the first time 
will find historical and gay. every side you will 
encounter the bilingual character Montreal—in 
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Our sources information are private communications and published comments medical journals and the 
lay press. These are usually reliable but incorrect quotation interpretation always possible. 


The following the resolution the Policy Committee for 
submission the National Liberal Rally Plenary Session and approved 
January 10, 1961: 


Second only the threat unemployment the threat illness. 
Hospital insurance, which has now become available all Canadians, 
does much lessen the insecurity ill health. But not 
enough. Many people still face medical costs, outside the hospital 
scheme, that are financially crippling them. While various good 
schemes prepaid medical care are operation, they are not 
available everyone, terms everyone can afford. consequence, 
there are still many Canadians who without medical care that they 
need; and others, whom serious illness forces doctor, are 


thereby pushed into overwhelming debt catastrophic impairment 
their savings. 


Liberal policy end such social evils. Universal hospital 

insurance was big step forward. Further measures are needed 
reduce the insecurity arising from illness. new Liberal 

government will undertake once, provide extended hospital 
facilities, including mental health and rehabilitation, comprehensive 
care doctors, drugs and medicines and diagnostic services. 


Canadian doctors are rightly anxious that new scheme will disturb 
the proper relationship doctor patient, reduce the quality 
medical care. The Liberal plan, therfore, provides that doctors 
will continue remunerated basis. The 
only difference that the established independent commission 
board government, instead the patient, will pay the doctors’ 
bills, according agreed scale fees, such voluntary 
prepaid medical schemes provide present. 


Drugs and medicines are about big item doctors’ bills the 
health care the Canadian people. They deserve equal priority 
comprehensive health plan. would, however, require too much 
red tape try keep track all small drug purchases. new 
Liberal government will therefore provide that all medicines and 
drugs prescribed doctor, beyond low minimum value, will 
paid for under the proposed health plan. 


The greater part the cost health plan will not new burden 
the economy, for will simply replace doctors’ bills and 
medicine costs which are already being paid individuals, either 
directly through schemes. However, there will 
some increase, because some people will getting treatment they 
need but cannot now afford. This, course, the purpose the 
scheme. There may also some tendency for 
people abuse the scheme seeking care they not really need. 
The method financing the scheme will designed reduce any 


(over) 
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NEWS AND VIEWS the economics medicine (cont’d) 


such tendency much possible, and the same time equitable 
all. 


One possible method finance would similar principle the 
present treatment family allowances and pensions. These 
are paid everyone, but people with relatively large incomes pay 


higher taxes.than they would pay they did not get the allowances 
pensions. 


this principle, everyone could required, when making out 
income tax return, report his income tax form the total the 
doctors' and druggists' bills that the government has paid his 
behalf during the year. would then pay tax this amount, 
the same rate pays the top step of..his actual money income. 
this way, nothing will required from people whose incomes are 
below the taxable level, while wealthy people, with incomes the 
high tax brackets, will effect still pay more their medical 
costs themselves. Such people can, course, continue their 
private insurance coverage for the balance their medical expense. 


such device this, the cost the scheme can kept down, and 
abuses held minimum, without red tape and way which. 
ensures that it's those most need who are helped most. 


new Liberal government will meet the rest the cost this health 
plan out general tax revenues. will not impose special 
premium ask the provincial governments contribute. 


But the application the scheme will, course, worked out with 
the provincial governments under the provisions B.N.A. Act. 
will designed ensure that the medical profession through 


its duly elected representatives, plays its rightful part 
administration. 


This national plan must way interfere with the doctors' freedom 
provide competent care for their patients. 


Professional standards and responsibility must not infringed any 
way. The doctor will free ever choose the place and 
type his practice and his patients, and every patient will free 
choose his doctor, changing wishes. The patient will 
free specialists, whether inside outside the scheme. 
Anyone who prefers not take advantage the scheme, but rather 
paying his doctors' bills directly, will free so. 
The scheme will, short, make just one fundamental change: with 
the government assuming the responsibilites payment, medical 
effort will fully and naturally aimed continuing provide 
the highest possible standard medical service all Canadians, 
regardless financial status. 


Federal health insurance should established consultation with 
present prepaid health plans. 


new Liberal government will implement this health plan after taking 
office. The plan should not delayed, stalled until after 
report from another Royal Commission. new Liberal government will 
ready put this health plan into effect quickly, but with the 
administrative care that sound system this sort requires. 


Other lines attack must pressed forward the same 
time. There much done the fields mental health, 
preventative medicine, and rehabilitation after serious illnesses. 


(over) 
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NEWS AND VIEWS the economics medicine (cont’d) 


Legislation regarding drugs will strengthened ensure high 
standards, enable the public know what buying and 
avoid unnecessary costs. 


scheme covering doctors' services and drugs not, course, complete 
health care. new Liberal government will with the 
provinces and the profession encouraging dentistry, and soon 
possible will add dental services, with priority for children, 
optical services, and adequate nursing services, the scheme. 


There still another major need this field. The cost 
does not lie only the medical expenses and other charges that the 
sick person incurs. Just serious, many cases, the loss 
income while ill. political party that genuinely Liberal, and 
therefore practical too, does not pretend the electorate that 
everthing can put right once. new Liberal government will 
first all get the health plan working properly, ensure that 

financial barrier will prevent any Canadian from obtaining 

proper treatment. But its next objective, hardly less important, 

will institute comprehensive and adequate scheme income 
maintenance during illness. 


WELFARE STATE PROMISES 


Quoted from Canadian Actuarial Bulletin, William Mercer Ltd., 
Volume 11, No. February 1961. 


Welfare state promises played important part the National Liberal 
Rally Ottawa early last month. The principal plank the Liberal 
platform for the next Federal election will national medical 
insurance plan. 


The Liberals promised medical plan covering doctors' bills and 
prescribed drugs. They did not announce the estimated cost but did 
say would met out general revenue with direct premiun. 
Rough estimates the cost can made. 


can assume that our citizens would use government—underwritten 
medical plan least the same extent those that are covered 
presently use the prepaid medical plans. can 
assume that the doctors' incomes would not reduced, that the 
public and the doctors would not any more willing (perhaps less 
willing) control excessive utilization than they are now under 
their prepaid plans and that the expanded need for more doctors 
would met immigration and medical school 
graduations. The present prepaid plans cost 
the area $10 per month per family. assume Canada's 
population million medically equivalent million 
families, come with annual cost for doctors' bills 
something like $1/2 billion. It's bit more difficult estimate 
the cost prescribed drugs but one plan Canada (which, the 
way, imposes deterrent charge 35c per prescription) finds 
necessary charge about per month per family cover this 

service. Using this plan guide, the free availability 
prescribed drugs could cost about $1/4 billion per year. 


looks, then, though the Liberals are talking about initial 
medical plan (dental, optical and nursing services are promised for 
later) costing the area billion per year. Personal 
income tax presently yields the area billion per year 
that, the face it, looks like revenue equivalent 
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NEWS AND VIEWS the economics medicine (cont’d) 


increase 50% personal income tax would have 
collected diverted finance such medical plan. 
The Liberals spoke, course, device which would place the 
greater part the cost taxpayers. But this can 
only carried far. the whole $3/4 billion had raised 
new money (that is, could not offset decreased 
expenditures elsewhere) and were raised doubling 
income tax higher income citizens (impossible, course, for 
those few citizens already paying over 50% tax), all Canadians 
with annual incomes down about $5,000 would find themselves 
the group, and their income tax doubled— some 
other equivalent increase their taxes. 


The Liberals passed over the problem who would control the doctors. 
anyone this field knows, insured medical care requires 
unpleasant and the doctors well 
the users, and control government would probably even less 
popular than the control which the prepaid plans 
attempt exercise present. Then there the constitutional 
problem that Canada medicine matter provincial 
jurisdiction. 


Apart from medical care, the Liberals also approved the institution, 
within two years taking office, contributory pension plan 
provide all citizens with pensions age 65. The contributions 
would made employees, employers, the "and 
the government". The resolution talked loosely about integrating 
existing private pension plans with the new national scheme. 
Depending upon what this might mean, some employers (and the case 
pension plans, some unions) may decide 
particularly careful guard against undue their 
pension plans while there still time. 


The Liberals also promised lower taxes. 


DOUGLAS CLAIMS HEALTH PLAN 
WEIRD TRAVESTY 


Quoted from Toronto Globe and Mail, January 12, 1961. 


"Premier T.C. Douglas Saskatchewan today described the Liberal 
Party's proposed health insurance scheme weird travesty 
medical plan. 


"Premier Douglas said does not know how the plan would put into 
effect and doubts that the Liberals do. said not health 
insurance plan all, but means picking bad debts for 
doctors. 


"He said that the Liberal proposal makes provision for improving 
the standard care, integrating preventive and curative services, 
and giving the people feeling ready access medical care." 


SOAK THE SICK 


Quoted from Toronto Telegram, January 14, 1961: 
service' how top New Party man describes the new 
Liberal medical care plan unveiled their rally Ottawa." 


"Morden Lazarus, political action director the Ontario Federation 
Labour, says: 


more sickness, the more serious the ailment, the more money 
families tending poorly will have pay under the plan.'" 
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speech, press, street names and signs, cuisine 
and entertainment. 

Montreal was originally the site the Indian village 
Hochelaga, and was founded the city Ville 
Marie Montréal, May 18, 1642, Paul 
Chomedy, Sieur Maisonneuve. was incorporated 
the City Montreal 1832, and was the seat 
the Government Canada for several years after the 
union Upper and Lower Canada 1841. Today 
Montreal has population more than 1,700,000 
which two-thirds are French origin. 

Montreal has many points interest for the out-of- 
town visitor. One the city’s chief attractions St. 


MEDICAL 


THE CANADIAN SOCIETY FOR 
CLINICAL INVESTIGATION 


The continued growth and activity the Canadian 
Society for Clinical Investigation since its earlier days 
small informal travel club the not too distant 
past, reflects encouraging development medical 
research Canada. The dilemma the committee 
responsible for the program the 1961 annual meet- 
ing further evidence the healthy state clinical 
investigation this country, for its selection the 
papers included this year’s program the com- 
mittee was forced relegate even greater number 
the “read title” category. The 1961 meeting was 
held the Chateau Laurier Ottawa Wednesday, 
January 18, 1961. The following officers were elected 
the Society’s executive for 1961-1962: Past-President, 
Dr. Slater, Toronto; President, Dr. Jacques 
Genest, Montreal; Vice-President, Dr. Gunton, 
Toronto; Secretary-Treasurer, Dr. Reuben Cherniak, 
Winnipeg. 


SCIENTIFIC PROGRAM 


Drs. Scriver and Schafer Montreal 
reported studies indicating the likelihood com- 
mon renal tubule amino acid transport system for 
proline, hydroxyproline and glycine. Normal subjects 
were rapidly infused intravenously with and 
renal clearances were calculated for plasma amino- 
acids before and immediately after infusion. Renal 


glycine and hydroxyproline were immed- 


iately but temporarily increased, simultaneously with 
greatly increased proline excretion. Clearances other 
amino acids were not significantly altered. Complemen- 
tary but less dramatic results were obtained with 
equimolar glycine infusions. Supportive evidence for 
the existence this transport system was found 
three unrelated clinical disorders, Hartnup disease, 
adolescent osteomalacia and familial hyperprolinemia. 


Dr. Cochrane Halifax described the results 


study patients with cystic fibrosis carried out 
attempt determine any significant changes 
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Joseph’s Oratory, shrine dedicated Brother André, 
which visited some three million people each year. 
Other points interest include: Chateau Ramezay, 


Montreal’s well-known museum; Lookout Point the 


top Mount Royal; the Botanical Gardens; Dominion 
Square; waterfront and harbour; and the Montreal 
Museum Fine Arts, which has regular presentations 
various types art and culture. 

the lighter side, Montreal reputed have 
more night clubs per capita than any other city North 
America; and famous for its cuisine. Many the 
cafés, night clubs and restaurants are located very 
compact area the heart the city. 


More about Montreal subsequent issues. 


body composition that could considered specific 
for this disease entity. Thirteen malnourished infants 
and children with cystic fibrosis presented the follow- 
ing specific findings: (a) increased plasma volume, 
(b) slight increase body water, (c) moderate in- 
crease extracellular fluid, (d) marked increase 
total exchangeable sodium and (e) marked reduction 
total body potassium.-Four moderately well nour- 
ished cystic fibrosis patients had values similar 


those normals. was considered that these abnor- 


mal changes body composition are related under- 
nutrition and are not specific for cystic fibrosis. 
Evidence was presented suggesting that inability 
the kidney concentrate hydrogen ion effect 
chronic cellular potassium 

series experiments performed study the 
effect parathyroid hormone phosphate excretion 
thyroparathyroidectomized dogs was reported 
Merrill. These studies indicated that parathyroid 
hormone inhibits proximal tubular reabsorption 
phosphate but has little significant effect the trans- 
port phosphate the distal tubule. 

Drs. Paul and Rapaport Toronto de- 
scribed investigation the constituents amniotic 
fluid determine whether such changes might indi- 
cate any decreases uterine blood supply. experi- 
ments involving both partial and total ischemia the 
uterus the most significant changes the amniotic 


fluid were rises the lactate/pyruvate ratio and 


“excess lactate”. Absolute lactate levels alone were not 
significantly elevated under the conditions these 
experiments. 

Studies the liver and blood animals poisoned 
injection carbon tetrachloride into the duodenum 
were reported Drs. Maximchuk and Rubin- 
stein Montreal. The earliest change was rapid loss 
liver glycogen which was significant two hours, 
accompanied small but significant elevation 
blood glucose but evidence lactic acid accumula- 
tion the liver blood. Neutral fats and serum 
glutamic pyruvic transaminase also increased this 
time. Serum isocitric dehydrogenase was greatly in- 
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creased eight hours. Respiration liver slices de- 
creased minimum hours, then began rise 
again. 

Couves Edmonton, Walker 256 carcinosarcoma was 
transplanted into the hind limb male Sprague- 
Dawley rats which were then subjected isolation 
and perfusion the tumour-bearing area. The effects 
variables, including length and time perfusion, 
oxygen content and temperature the perfusate, leak 
into the systemic circulation and specificity the 
perfused drug, were observed 400 perfusions. Rats 
treated with chemotherapy (TSPA) showed marked 
decrease incidence and extent pulmonary meta- 
stases with increased survival times. Nodal metastases 
were increased extent when amputation 
formed, despite adjunctive chemotherapy. 

Drs. Sandor and Lanthier Montreal pre- 
sented report describing the formation water- 
soluble conjugates aldosterone 
sterone, vitro and vivo. The vitro studies were 
carried out incubation aldosterone with liver 
slices from dogs and humans and with human kidney 
slices. vivo, d-aldosterone was administered intra- 
venously adrenalectomized subject and urine was 
analyzed for unchanged and conjugated aldosterone. 

Metabolic studies two patients with primary 
aldosteronism due adrenal adenoma were reported 
Dr. Evelyn and his co-workers Vancouver, 
before and after adrenalectomy. Preoperatively mod- 
erate increase potassium intake with without 
reduction sodium intake brought the 
sium within normal range. Postoperatively one patient 
showed further serum potassium increase even though 
the potassium balance was negative. The ability 
concentrate and acidify the urine improved gradually 
till normal state was reached six months after opera- 
tion. one case PSP excretion and creatinine clearance 
fell sharply after operation and remained below pre- 
operative levels for months, although improving. 
The blood pressure returned normal one patient 
after operation but was unaffected the other who 
had known mild hypertension long duration before 
the symptoms aldosteronism appeared. The response 
sodium excretion after intravenous salt load was 
influenced the level the blood pressure, rather 
than the degree aldosterone excretion. 

The effect hypophysectomy severe juvenile 
diabetic the metabolic response monkey and 
human growth hormone was described Drs. Mc- 
Garry and Beck Montreal. The results this investi- 
gation suggest that monkey and 
hormone differ their effect carbohydrate metabol- 
ism, that the presence the pituitary modifies the 
changes carbohydrate moieties human growth 
hormone and that these changes are not those 
spontaneous ketosis per the hypophysectomized 
patient but may dependent adrenal cortical 
secretions. 

study pituitary cytology, Drs. Ezrin and 
Nicholas Toronto described three types 
basophils and reported their investigations the 
specific hormone production each these cell 
types. The evidence indicates that delta cells are associ- 
ated with production FSH and LH, that Beta 
cells are concerned with ACTH production and that 
Beta cells are linked with the manufacture TSH. 
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The effect insulin glucose output the liver 
and the peripheral utilization glucose was in- 
vestigated Drs. Komaromi, Heller, Csorba 
and Kalant Montreal, studies the rates 
entry and removal glucose from plasma, using 
arterial blood samples taken before and after intra- 
venous injection glucagon-free insulin while the 
patient was receiving intravenous infusion 
glucose. Most subjects responded insulin with 
increased rate removal glucose and decreased 
rate entry glucose into the plasma, suggesting 
that insulin has two separate effects controlling the 
level blood sugar. 


electron microscopic study muscle biopsies 
obtained diabetic and non-diabetic subjects, Drs. 
Kingston, Ontario, observed the diabetic patients 
capillary lesion characterized marked thickening 
the basement membrane. 

Dr. Francombe Montreal reported the 
results his investigation the extravascular dis- 
tribution albumin after its injection 
dogs. The total extravascular space was found con- 
tain 1.2 the albumin the plasma. the total 
albumin, 45% was found the plasma, 25% 
skeletal muscle, 15% the skin and the gastro- 
intestinal tract. None was found the central nervous 
system, and very little bone. animals depleted 
protein plasmaphoresis the ratio extravascular 
intravascular albumin was reduced from 1.2 0.8, 
the loss occurring mainly from skin and gastrointestinal 
tract. 

Observations copper metabolism two patients 
and normal close relatives patients with Wilson’s 
disease were described Drs. Sass-Kortsak, 
Glatt and Ghadimi Toronto. high percentage 
the heterozygous individuals there was delay 
the rate incorporation copper into ceruloplasmin 
following single oral dose After single 
intravenous dose patient with Wilson’s 
disease, only 70% the dose was accumulated the 
liver and less than was the plasma and erythro- 
cyte compartment was lost excretion, between 
and hours after administration; 28% the dose 
was not accounted for. 

interesting investigation the allergenic com- 
ponent raw coffee beans responsible for the frequent 
development occupational asthma, rhinitis der- 
matitis workers the coffee industry was reported 
Montreal. The allergenicity raw coffee was 
sides, least part. Chlorogenic acid was believed 
the main, not the sole antigen this chem- 
cal group responsible for the clinical manifestations 
and was suggested that this substance acts 
hapten. Presumably its antigenic activity destroyed 
roasting, since allergic workers showed reaction 
roasted beans any the tests employed. 

method for the estimation vitro survival 
marrow cells, utilizing autoradiographic detection 
tritiated thymidine uptake, was described Drs. 
Ottawa. The percentage labelled cells was used 
criterion the ability the cells given marrow 
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aspirate synthesize DNA and divide. The effects 
temperature, centrifugation, time incubation, 
heparin concentration and the suspending medium, 
the properties marrow cells were studied. Most 
the labelling marrow cells took place after the first 
occurred between and hours. 


Drs. Becklake, Varvis, McGregor and 
Bates Montreal reported the development 
foreign gas technique for measurement pul- 
monary blood flow utilizing test gas mixture 
nitrous oxide, oxygen and helium. The special features 
this technique make particularly suitable for 
studies during hard physical work, free certain 
the disadvantages dye dilution techniques, includ- 


ing the inconvenience and discomfort multiple 
venipunctures. 


The cardiopulmonary physiological 
anemic subjects heavy treadmill exercise were de- 
Miller Edmonton. The results this study suggest 
that either anemic persons perform work less total 
energy cost and thus greater mechanical efficiency than 
intermediary metabolism that there lag the 
appearance acid metabolites the peripheral blood 
exercising anemic individuals. 

Manning London presented impressive audiovis- 
ual demonstration their intracardiac phonocardio- 
graphic studies the aortic valve normal dogs and 
dogs subjected removal part aortic cusp, 
addition selected left-sided intracardiac phono- 
cardiograms from patients with aortic valve disease. 
The epitome frankness, Dr. Sears observed that only 
those findings supporting the conclusions this paper 
would presented. 

Gastric secretion was studied Drs. Nanson 
and Bond Saskatoon means (a) night 
secretion test, (b) basal secretion test and (c) 
augmented histamine test using four times the usual 
dose histamine after intramuscular injection 
Phenergan, the three tests being carried out consecu- 
tively each patient. The results were compared 
patients with peptic ulceration, patients with hiatus 
hernia without esophagitis, and patients with proven 
peptic ulcer. was concluded that the augmented 
histamine test assesses the total secretory potential 
the parietal cell mass the stomach and that adds 
little the information yielded the other two tests. 
While the night secretion test probably the most 
useful, difficult state that any one these 
three tests more valuable than the others, and they 
all have inherent limitations. 
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Cumulative survival was calculated the life-table 
method 120 male survivors myocardial infarc- 
Toronto. These patients, aged years, were 
free hypertension, secondary hypercholesterolemic 
states including diabetes and other complicating dis- 
eases. Total lipoproteins and standard lipoproteins 
0-12, 12-20, 20-100 and 100-400 were determined 
the initial examination and annually thereafter. The 
results indicate that coronary heart disease associated 
with high serum lipids but that once myocardial in- 
farction has occurred, serum lipid concentration pro- 
vides information about future survival. This does 
not necessarily imply that attempts lower serum 
lipids effort prolong survival should not 
undertaken, but does imply that any value this 
procedure remains proven. 


Drs. Constantinides and Chakravarti 
Vancouver described the production advanced 
atherosclerosis with pearly plaques, exhibiting thick 
hyaline capsule, gruel and calcifications and consider- 
able capillarization within the plaques, hemorrhage and 
necrosis rabbits means “double lipemic 
exposure” technique. Agents causing (a) atheroma 
injury (Viosterol), (b) altered blood coagulation 
mechanisms (low dosage Russell Viper Thromboplas- 
tin) and (c) pressor and depressor hemodynamic 
effects (Adrenalin and Ecolid) were subsequently 
given these severely atherosclerotic animals and 
normal rabbits. The results these studies indicated 
that thrombosis can elicited the atherosclerotic 
aorta and coronaries living rabbits the synergism 
systemically induced mural injury, blood coagula- 
tion and blood pressure changé. 


Platelets may die old age (i.e. breakdown 


internal economy), consumed coagulation and 
hemostasis (external economy), succumb both. 
Toronto and the Ontario Veterinary College, Guelph, 
presented data indicating that the external platelet 
economy important: (1) atherosclerosis platelet 
survival shorter, possibly because endothelial 
damage and because the early stages clotting are 
hyperactive. (2) Drugs which depress coagulation 
decrease platelet adhesiveness and prolong platelet sur- 
vival. (3) Preliminary studies show that diet influences 
platelet survival. Sufficient dicoumarol restores plate- 
let survival atherosclerotic subjects normal values 
but not known whether higher doses have any 
further effect and whether platelet survival control 
subjects can changed dicoumarol. Preliminary 
studies decay curves isotopically labelled platelets 
animals suggest that their destruction attributable 
the external economy. 


PAGES OUT THE PAST:- FROM THE JOURNAL FIFTY YEARS AGO 


RAILWAYS AND TYPHOID 


matter that has been allowed exist because people 
have grown used it, and because one has called 
attention its danger, the unsanitary method adopted 


various railroad companies disposing excreta from 


the lavatories their trains. The arrangement crude, 
offensive, and positive menace public health. How 
dangerous is, appears when recalled that such 
lavatories are often used persons with various infectious 


diseases, such the early stages typhoid, where the 
excreta are menace wherever they fall. those actually 
suffering from this sickness added the unknown number 
typhoid carriers, the danger becomes appreciable. And 
with other disease. present there the possibility 
cholera being carried into Canada. Let one two un- 
developed cases escape the port-examiner, and take train 
into the country, and opportunity once given for 
the spread this malady.—Excerpt from editorial, Canadian 
Medical Association Journal, 261, March 1911. 
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COLLEGE ASSEMBLY SPEAKERS 


THE PRESIDENTS medical or- 

ganizations from three countries 
—Australia, the United States 
and Canada—will come Van- 
couver, March 30, ad- 
dress the fifth annual Scientific 
Assembly the College 
General Practice Canada. 
Scientific speakers will also include Professor 
Medicine from Glasgow, the Dean 
Medical School, the Director 
Cancer Institute, and two Californians who respec- 
tively head the pediatrics and otolaryngology de- 
partments their universities. These and dozen 
other medical authorities will tailor their papers 
the particular interest general practitioners. 
General practitioners, whether they are members 
the College not, are urged attend these 
sessions. 


Dr. Greenaway 


Dr. Greenaway Sydney, Australia, 
coming across the globe deliver the “Medicine 
for Today” Lectures the final two mornings 
the Assembly. will speak “The Fat and the 
Thin” Wednesday and “Hypercholestero- 
lemia” Thursday. Dr. Greenaway will also par- 
ticipate symposium Functional Dyspepsia 
the Wednesday afternoon. President the 
Royal Australian College Physicians and as- 
sociate member the College General Prac- 
titioners Australia, Dr. Greenaway Lecturer 
Clinical Medicine the University Sydney and 
Senior Physician Royal Prince Alfred Hospital 
there. native Sydney, was educated that 
city and did postgraduate work both London and 
the United States. Fellow the Royal 
College Physicians, London. 

Dr. Walsh, president the American 
Academy General Practice, will address the 
Monday luncheon the College Assembly. Dr. 
MacGregor Parsons, president the Canadian 
Medical Association, will the luncheon speaker 
Wednesday. 


Professor Thomas Anderson, who heads the De- 
partment Infectious Diseases the University 
Glasgow, will deliver the Canadian Tuberculosis 
Association Lecture the College sessions 
Monday morning. will speak “Virus Res- 
piratory graduate Glasgow Univer- 
sity, Professor Anderson Fellow both the 
Royal College Physicians Edinburgh and the 
Royal Faculty Physicians and Surgeons Glas- 
gow. the did research work chemo- 
therapeutic agents and has lectured infectious 
diseases Glasgow University for two decades. 
the past ten years, work the Ruchill Hospital, 
including instruction some 150 medical students 
annually, has involved much his time. Professor 
Anderson will also participate symposium dis- 
cussion Monday afternoon. With 
Kirby, Professor Medicine, University Wash- 
ington, and Dr, Adams, who heads the Pedia- 
trics Department University California, 
will discuss the subject influenza. 


Professor Thomas Anderson 


Dean the Faculty Medicine, University 
British Columbia, Dr. John McCreary will again 


speaker the annual scientific sessions the 


College General Practice. will talk “The 
Role the General Practitioner Medical Edu- 
cation” because, says, feel very strongly that 
very wrong for medical students exposed 
only specialists their undergraduate medical 
curriculum.” 

Another the medical authorities contributing 
this Assembly program Dr. House Los 
Angeles, who head the Department Oto- 
laryngology the University Southern Califor- 
nia, 

College officials are certain that family physi- 
cians will find the 1961 Assembly particularly 
rewarding return for their trip the West Coast. 
Vancouver medical men have planned hospitality 
and offer the Rocky Mountain grandeur bonuses. 
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DR. GEORGES-GERARD ALLEYN, aged years, 
died Quebec January 30. graduate Laval Uni- 
versity 1941, practised Tadoussac, Quebec. 
Surviving are his widow, two sons and three daughters. 


DR. ANDREW CAMERON BRADFORD, aged 56, 
died January Edmonton. After receiving his B.A. 
degree the University Alberta, studied 
McGill University where received his M.D. 1928. 
practised Maidstone, Sask., Vermilion, 
and Edmonton. 


Surviving are his widow and one daughter. 


DR. DUNCAN CARMICHAEL, aged 76, died 
January Civic Ottawa. After graduating 
from Queen’s University 1906, studied 
England and his return practised Peterborough 
and Oshawa. served superintendent River- 
glade Sanatorium New Brunswick and consultant 
surgeon for the Department Affairs 
Ottawa. was medical superintendent the Royal 
Ottawa Sanatorium. 


Surviving Dr. Carmichael are his widow and one 
daughter. 


DR. WILLIAM GEORGE KEYS, aged 48, Weston, 
Ont., died January St. Hospital, Toronto. 
Dr. Keys graduated from the University Toronto 
1936 and had practised Weston since then. 
survived his mother, brother and sister. 


DR. RENE LAPORTE, aged 71, died January 
his home St. Lambert, Quebec. After graduating 
from the University Montreal 1913, practised 
Montreal. 

Surviving are his widow, 


three sons and four 
daughters. 


DR. PIERRE PERRIN, aged 77, died December 
Montreal. graduate Laval University 1907, 
practised Montreal for years. 


Surviving are his widow and son. 


DR. HENRI PINAULT, aged 62, died November 
Roberval where had practised for years. Dr. 
Pinault graduated from Laval University 1923. Sur- 
viving are his widow, three sons, one whom Dr. 
Paul Pinault Quebec, and one daughter. 


DR. QUINTAL, aged 88, died January 
Montreal, Quebec. graduate the University 
Montreal 1895, Dr. Quintal survived two 
sons and four daughters. 


DR. ROCK SAVARD, aged 31, died December 
Forestville, Quebec. graduate Laval University 


1956, survived his parents, three brothers and 
three sisters. 


Dr. Lorp, 43, Secretary-General the World 
Medical Association, died on. February Chicago, 
where was attending meeting the American 
Medical Association’s annual congress medical edu- 
cation and licensure. Dr. Lord had addressed the meet- 
ing February and suffered heart attack later 
the day. died early the following morning. 


Dr. Heinz Lord 


Dr. Lord became Secretary-General the World 
Medical Association last January, upon the retirement 
Dr. Louis Bauer. Peruvian citizen born Ger- 
many, Dr. Lord was German and Swiss descent. 
was educated Hamburg, Germany, and studied medi- 
cine the Universities Zurich, Berlin and Hamburg. 
graduated from Hamburg University 1942. 

For his activity resistance movement was 
arrested the Gestapo and was confined concen- 
tration camp during most World War II. Near the 
end the war, was board steamship contain- 
ing 800 internees when was bombed the Baltic 
Sea. was one survivors. 

Returning Hamburg after the war, resumed his 
medical career the Hamburg-Barmbek General Hos- 
pital and took specialist’s degrees surgery and 
urology. moved the U.S.A. 1954 and took 
three additional years surgical training the 
Bridgeport, Conn., Hospital. 1957 received his 
licence practise the U.S. 

Dr. Lord had taken active part medical organi- 
zational work the local and international levels since 
1949. was Fellow the International College 
Surgeons and member the American Medical As- 
sociation, the Ohio Medical Society, and the county 
medical society Barnesville, Ohio, where was 
private practice until his W.M.A. appointment. 

Dr. Lord survived his widow, son and 
daughter. 
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You see improve- 
ment within few days 
Thanks your prompt 
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smooth action Deprol, 
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relieved and her anxiety 
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often few days. She 
eats well, sleeps well 
and soon returns her 
normal activities. 
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Lifts depression...as calms anxiety! 


Smooth, balanced action lifts depression 


calms anxiety...rapidly and safely 


Balances the mood “seesaw” effect 
gizers. While amphetamines and energizers may 
stimulate the patient often aggravate 
anxiety and tension. 


And although amphetamine-barbiturate combina- 
tions may counteract excessive they 
often deepen depression. 


contrast such “seesaw” effects, Deprol’s 
smooth, balanced action lifts depression calms 
anxiety both the same time. 


Dosage: Usual starting dose tablet 
q.i.d. When necessary, this dese may grad- 
ually increased tablets q.i.d. 


Composition: mg. benzi- 
late hydrechloride (benactyzine HCl) and 400 mg. 


meprobamate. Bottles light-pink, 
scored tablets. Write for literature and samples. 


©0-2125 


Acts patient often feels 
better, sleeps better, within few days. 
Unlike the delayed action most other antide- 
pressant drugs, which may take two six weeks 
bring results, Deprol relieves the patient quickly 
—often within few days. Thus, the expense the 
patient long-term drug therapy can avoided. 


Acts safely danger liver damage. 
Deprol does not produce liver damage, hypoten- 


sion, psychotic reactions changes sexual 


function—frequently reported with other anti- 
depressant drugs. 
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Practices 


AVAILABLE MAY opportunity take over 
practice attractive expanding small town, 
north Toronto association with other doctors. Ample 
portunity expand. Common office expenses shared. Open 
miles away. Preliminary assistantship can 
arranged. Full particulars please Box 300, CMA Journal, 150 
George Street, Toronto Ontario. 


WELL-EQUIPPED general practice the suburb top 
stern city. Open hospitals. Gross income $20,000 can 
increased ambitious. Extensive M.S.I. income. Will introduce. 
Box 273, CMA Journal, 150 St. George St., Toronto 


PRACTICE AVAILABLE good North Dakota 
New offices and equipment and financial backing for 
Fordville Commercial Club, Fordville, North 
U.S.A. 


FOR SALE.—Established practice with house large 
southern Ontario. Good location with excellent hospital. 
can arranged. Introduction desired. Owner special- 
Reply Box 338, CMA Journal, 150 St. George Street, 
Ontario. 


PRACTICE FOR SALE.—Established here years. $1600 
office, oil-heat, double garage, large lot, two doctors, 
miles three hospitals. Population township 2500. Located 
miles from downtown Toronto through highway. Apply 
Wylie, Bolton, Ontario. 


FOR SALE southern Manitoba’s most beautiful and pros- 
community, 100 miles from large teaching centre. Excel- 
hospital and working arrangement with two other doctors. 
Ability surgery and anesthesia asset. Can easily gross 
$25,000. Available July 1961, for the price furniture, equip- 
nent and supplies—about Low overhead. Reply Box 
CMA Journal, 150 St. George Street, Toronto Ontario. 


Residencies and Internships 


PITTSFIELD AFFILIATED HOSPITALS (St. and 
Pittsfield General Hospitals) announce new program include 
approved rotating internships; residencies medicine, surgery, 
obstetrics and gynecology and pathology. Medical school affili- 
ated. 450 beds available for teaching. Salary range, interns $250- 
residents $325-$350. Applications for July 1961, being 
reviewed. Apply Director Medical Education, Pittsfield 


Hospitals, 379 East Street, Pittsfield, Massachusetts, 
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infection; anodyne 
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sedation; and diphenylpyraline preferred and 
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Where infections are resistant single agent 
therapy not positively identified etiology, 
Sulfatussin-Pen (containing 200,000 Potas- 
sium Penicillin recommended. 


Sulfatussin suspension ............ bottle cc. 


Sulfatussin tablets bottles 
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BELL CRAIG 


TORONTO 2B 


HOSPITAL 


The Tenth Annual 


Refresher Course 


for 


General 
Practitioners 


will given the 


OTTAWA HOSPITAL 


APRIL 26, 27, 28, 1961 


the 
Staff the 


OTTAWA CIVIC HOSPITAL 


REGISTRATION FEE $25.00 
(includes Daily Luncheons) 


make cheques payable 


“OTTAWA CIVIC HOSPITAL 
(Annual Refresher 


APPROVED FOR FORMAL STUDY CREDITS 
THE COLLEGE GENERAL PRACTICE 


CANADA 


Address inquiries to: 
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Secretary, 

Postgraduate Education 
Ottawa Civic Hospital, 
Ottawa, Ontario. 
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MEDICAL NEWS Brief 


AFFILIATION NATIONAL 
DEFENCE MEDICAL 
CENTRE WITH 
UNIVERSITY OTTAWA 


agreement which the new 
National Defence Medical Centre 
ated hospital the University 
Ottawa and one the 
teaching centres has been nego- 
tiated, 

The new 
Hospital, located 355 Smyth 
Road the Alta Vista district, was 
built the Department Na- 
tional Defence cost nearly 
ready next May for installation 
about $2,000,000 worth equip- 
ment and then will 
replace the Rockcliffe 
Hospital and the Veterans’ Pavilion 
the Ottawa Civic 
almost 2750 the number 
teaching beds the University’s 
disposal the Ottawa area. 

The agreement was signed 
Very Rev. Henri Légaré, O.M.L, 
Rector, and Dr. Jean-Jacques Lus- 
sier, Dean Medicine, for the 


Jean-Jacques Lussier. 


UNIVERSITY TORONTO 
DEPARTMENT MEDICINE 


CARDIOLOGY 
FOR INTERNISTS 


April 13th, 14th, 15th, 1961. 
Toronto General Hospital. 


this course offered 
with the support the 
Ontario Heart Foundation 
there will fee. Attend- 
ance limited 100. For 
detailed programme 
apply for the course write 
the Secretary, Division 
Postgraduate Medical Edu- 
cation, Faculty Medicine, 
University Toronto, 
Toronto 


Nat. Def. Photograph, Canada 
Air Commodore Corbet signs the agreement the presence (left 
right) Very Rev. Henri Légaré, Rear-Admiral McLean and Dr. 
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University, and Rear-Admiral 
McLean, Surgeon-General the 
Canadian Forces, and Air Commo- 
dore Corbet, Deputy 
Surgeon-General, for National De. 
fence, recently retired. 

tion next July and will thus 
available the medical faculty 
the beginning the 1961-62 
demic year. 

The Department National 
fence and the University Ott: 
will jointly facilitate 
research activities and 
establishing and implementing 
medical graduate training prograin 
the hospital, whose 
and professional military staff 
gaged teaching are 
University appointments. The a»- 
University the 
the Joint Committee 
pital-University Relations. This 
member committee will also have 
certain other powers under the 
agreement. The University’s com- 
mittee members are Dr. 
Jacques Lussier; Dr. Joseph 
Assistant Dean; Dr. Antony Fidler, 
chairman Medicine; Dr. 
Ewing, acting chairman Sur- 
gery; third department chairman 
and one member the administra- 
tive council, both named. 
National Defence members are 
Rear-Admiral 
Capt. Bright, commanding 
officer the new hospital; Air 


representative the Department 
Veterans Affairs, and 
pital’s chiefs medicine and 
gery. 

The Department’s approval will 
necessary for the appointment 
civilian consultants the Uni- 


versity for the hospital, but the 
medical faculty will establish the 


curriculum. While the hospital 
the undergraduate students will 
under that institution’s adminis- 
trative officer for disciplinary 
poses. 


PROPOSED EDUCATION 
PROGRAM U.S. FOR 
FOREIGN PHYSICIANS 


The American Medical Assoc ia- 
icy, required that graduates 
foreign medical 
meet the same minimum 
medical schools, nearly 
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measured. the last examina- 
tion the Educational Council for 
Foreign Medical Graduates 
F.M.G.) September, more than 
70% the foreign physicians 
passed. The total represented 
5306 7308, well, 1405 foreign 
doctors took the test centres 
outside the United States and 962 
passed. 

immediate 
arose regard the group 


2481 foreign doctors who failed 
their examinations and faced de- 
portation; and regard 
pitals, after December 31, since 
they will face loss approval 
their intern and residency pro- 
grams the programs include 
medical graduates who are not 


certified E.C.F.M.G. 

solution seems have been 
arrived with the statement 
Dr. Lelond Boston, 
chairman the A.M.A. Council 
Medical Education and Hos- 


basic 
urine 
tests 


glucose 


protein 
Reagent Strips 
TRADEMARK easy timesaving accurate 
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pitals, that through mutual agree- 
ment with the State Department 
Washington, the American Medi- 
cal Association, the American Hos- 
pital Association, and the As- 
sociation American Medical 
Colleges, hospitals will urged 
develop special education pro- 
gram for this group foreign 
graduates who failed, but one not 
involving patient care. The pro- 
posal calls for the program 
carried out until June 30, 
This will permit the U.S. Immigra- 
tion and Naturalization Service 
extend the educational visas 
these foreign doctors and enable 
them take the examination next 
April 

Details the educational pro- 

will worked out each 
specific educational needs the 
foreign doctors. Under such pro- 
posal there will sudden 
forced exodus those who have 
failed previous examinations. Here- 
after, foreign doctors who seek 
training interns and residents 
the United States under the ex- 
change program must pass exam- 
inations their own countries 
before going the U.S. Only then 
will they allowed apply for 
five-year exchange-visitor visa. 


WORLDWIDE RESEARCH 
MENTAL ILLNESS 


World Health Organization 
Expert Committee Mental 
Health, which held recent session 
Geneva, observed that research 
further advances are made 
preventing mental illness. The 
Committee defined areas pri- 
ority for mental health research, 
placing high the list researches 
into brain function, social attitudes, 
effect cultural change, psy- 
choses the aged, effects nutri- 
tion and genetic factors. its 
opinion the administration 
mental health programs should 
also studied. 

was suggested that research 
was needed the kinds stresses 
which high policy makers and 
top administrators are subjected. 
was observed that although the 
peatedly stressed, know little 
about the human 


(Continued page 36) 
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LIFE-THREATENING STAPH SEPTICEMIA 


the 
choice” 


DIMETHOXYPHENYL PENICILLIN SODIUM 


THE NEW 
SYNTHETIC 
PENICILLIN 


superior effectiveness against 
staphylococci resistant pre- 
existing penicillins and other 
antibiotics.” 


Editorial, 
Canadian Medical Association Journal 
83:822, October 1960 


appears that Staphcillin, because its bacte- 
ricidal effect, its low toxicity, its high blood levels 
and affinity for staphylococci, well its resis- 
tance the action penicillinase, may well prove 
the drug choice treating staphylococcal 
infections resistant other penicillins.” 


Arnold Branch, M.D., Rodger, M.D., 
Lee, M.D., and Edna Power, B.A. 


Canadian Medical Association Journal 
83:991-996 Nov. 1960 
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characterize the leader. was sug- 
gested that the stresses high 
position are too great for normal 
people, and consequently people 
with psychopathic makeup often 
become leaders. Studies dif- 
ferent cultures might perform 
knowledge what required for 
leadership roles. 

Another important field for re- 
search, the Committee agreed, was 


that presented the mental prob- 
lems ageing and the aged, since 


many countries the 


the proportion old people the 
population increasing. Knowl- 
edge required concerning the 
physical, social and psychological 
factors ageing which contribute 
mental problems. The effects 
health factors such 
housing, nutrition and sense 
being needed, merit investigation. 

Although one the major 
achievements psychiatry has 
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been elucidate the effect one 
serious deficiency disease, pellagra, 
the nervous system, surprisingly 
little research has been done 
the relationship between nutrition 
and mental illness general. Psy- 
chological symptoms sometimes 
are important feature pro- 
tein deficiency children, and 
also known that some forms 
“alcoholic psychosis” are 
nutritional deficiencies. Nutritional 
failure has even been suggested 
explanation alcoholism. 


Genetic studies were considered 
the Committee present an- 
other fruitful line investigation. 
For example, has recently been 
discovered that mongoloid children 
possess chromosome. 
While recognizing the difficulty 
mental factors, the Committee be- 
lieved that such analyses should 
undertaken. 

The size mental hospitals also 
was considered, and was thought 
that experiment and research were 
still needed find out what type 
hospital best fits the needs 
patients with various kinds men- 
tal disorders: acute, chronic, re- 
current, persons different 
ages, with different symptoms, and 
different parts the world. 

The spread rumour, anxiety 
and even panic can observed 
spreads gains force. The Com- 
mittee agreed that first step 
determining the means 
mitting feelings, either person 
group, was study non- 
verbal communications 
received below the level aware- 
ness. 

The Committee believe that the 
national organization 
WHO not duplicate national 
effort but rather encourage, 
sponsor and co-ordinate research 
work and undertake tasks that 
particularly require 
national approach. 


SURVEY MANPOWER 
THE HEALTH SCIENCES 
FIELD 


The current availability health 
scientists and forecasts future 
requirements for such personnel 


are being studied survey 


the nation’s health science man- 
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Societies for Experimen- 
iology. These matters have 
public health, medicine, 
stry, veterinary medicine and 


stry. 
survey has been undertaken 
use the underlying need for 


Objectives the survey 
include: (1) assessment 
the present supply and demand for 
sci: each about basic 
fields; (2) projections 
supply demand for the 
cre sed demand for these scientists 
met. 

Dr. John Cowles, director 
educational planning for the health 
professions the University 
Pittsburgh, director the pro- 
Dr. Cowles’ staff Pitts- 
burgh serve full-time as- 
sociate director this survey. 

Members the guidance com- 
mittee for the over-all project are: 
Dr. Fred, University Wis- 
Chen, Lilly Research Laboratories; 
Dr. Philip Handler, Duke Uni- 
versity School Medicine; Dr. 
John Nicholas, Yale University; 
Dr. Orr Reynolds, Office 
Science, Department Defense; 
Dr. Sebrell, Jr., Columbia 
University School Public Health; 
Dr. Visscher, The Uni- 
versity Minnesota School 
Medicine; Dr. Herbert Longe- 
necker, Tulane University; and Dr. 
Erickson and Dr. Milton 

Societies for Experimen- 
tal iology. 

planning phasé, which should 
ompleted June 1961, will 
first the review man- 
The advisory panel 
includes: Dr. Gail 
University Chicago 
(Ch irman); Dr. Howard Gest, 
Was ington University; Dr. Edwin 
California Depart- 
Public Health; Dr. Roger 
Dr. John Sylvester, Abbott 
Chicago; Dr. Ned 
University Pennsyl- 
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vania, and Dr. George Young, 
Jr., University Nebraska. 

Some the data being sought 
include: number persons now 
employed, salary levels, space re- 
quirements, current student enrol- 
ments, research expenditures, train- 
ing program income, instructional 
costs and student aid. 

The over-all project, which will 
require three five years com- 


microbiology include most, 
not all, the health science fields. 


The pilot phase the project 
being supported $87,000 
grant from the National Institutes 
Health. The University Pitts- 
burgh has been selected 
project site because its available 
personnel resources and electronic 
computer facilities which will 
required for the survey. 


Further information may ob- 
tained from Dr. John Cowles, 
University Pittsburgh. 
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skin retain moisture retarding 
evaporation water. 


Alpha-Keri the first and only com- 

pletely water-dispersible, antipruritic oil 

combining mineral oil and Kerohydric® 

(brand keratin-moisturizing fraction 

lanolin) and nonionic emulsifier. 

Alpha-Keri may used the bath, 

the shower and for sponge bathing. may 

also used for routine skin cleansing 

where soap contraindicated. Supplied 


Write for samples and 
WESTWOOD PHARMACEUTICALS 


c/o Caledonia Road, 
Toronto 10, Canada 
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MORTALITY AND 
LONGEVITY STATISTICS 
FOR THE ELDERLY 


America’s senior citizens 
shared substantially the marked 
reductions mortality during 
cent decades, according 
the Metropolitan Life Insurance 
Company, although striking 
tions mortality among 
and young adults have tended 
obscure the progress the 
ages. However, comparison 
mortality rates ages 
and over with those the 1929 
period show marked reduction: 

Among white men, 
was recorded each age from 
years, the decrease averaging 
about 13%. For example, 
the death rate fell from 
per 1000 22.6 1958, and 
age the rate dropped from 85.3 
per 1000. Women hive 


made considerably greater gains 


than men, the reductions 


more than 30% age 80. 


Reductions mortality have 


been accompanied increases 
longevity for older persons. 
1958 women age had ex- 
pectation life 19.2 years, 
gain 3.1 years since 1929-31. 
age 80, the 
averaged 6.4 years 1958, gain 
0.8 years. For men, the age 
figure was 15.7 years 1958, 
gain one year; and age 
life expectancy was 5.8, gain 
half year. 


reflection the improvement 
mortality and longevity seen 
the increased chances older 
people survive additional 
years. For those currently reaching 
age 65, the chances living 
least another years are almost 
women. Even age the 


chances survival for years 
almost for men and 


than for women. 


The Metropolitan statisticians 
concluded that the improved 


cord longevity the older 


reflects the remarkable advances 
medicine and public health 


their application, 


expansion hospital facilities and 


services, better nutrition, 


knowledge personal hygiene, 
and the general rise living 
standards. Metropolitan 
tion Service. 
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